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Studies  in  the  Epidemiology  of  Syphilis 

III.  Conjugal  Syphilis.  A Statistical  Study  of  a Series  of  226  Married 
Patients  Whose  Spouses  Were  Examined 

LOUIS  J.  KLINGBEIL,  M.  D. 

Los  Angeles,  Calif. 

E.  GURNEY  CLARK,1  M.  D.,  M.  P.  H. 

Baltimore,  Md. 


From  the  Department  of  Medicine, 
Vanderbilt  University  School  of  Medi- 
cine, Nashville,  Tenn.  The  epidemio- 
logic studies  were  made  possible  through 
funds  granted  by  the  U.  S.  Public  Health 
Service. 

INTRODUCTION 

A PREVIOUS  communication  ( 1 ) con- 
tains certain  details  regarding  the  re- 
sults of  examinations  of  sexual  coll- 
ects and  of  nonsexual  family  contacts 
in  996  cases  of  acquired  syphilis  which 
were  studied  at  the  syphilis  clinic  of  the 
Vanderbilt  University  Hospital.  The 
present  paper  deals  with  the  question  of 
conjugal  syphilis  among  226  of  these 
patients  whose  marital  partners  were 
examined. 

Clinicians  have  the  impression  that 
infectiousness  of  persons  with  syphilis 
diminishes  to  the  point  of  extinction  by 
the  fifth  year  of  the  disease.  Since  the 
advent  of  compulsory  premarital  exam- 
inations, it  has  become  even  more  impor- 
tant than  formerly  to  determine  the 
validity  of  this  opinion,  which  is  based 
largely  on  studies  of  conjugal  syphilis 
and  relatively  meager  statistical  data  on 
infectious  relapse. 

Almost  60  years  ago,  Fournier  (2)  dis- 
cussed the  factors  which  should  be  con- 
sidered before  granting  an  infected  per- 
son permission  to  marry.  He  mentions 


1 Formerly  instructor  in  clinical  medicine 
and  epidemiologist  in  the  syphilis  clinic,  Van- 
derbilt University  Hospital. 
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active  treatment  and  clinical  quiescence, 
but  especially  emphasizes  the  time  factor. 
Fully  30  years  ago,  Sir  Jonathan  Hutch- 
inson (3)  wrote:  “Most  authorities  are 
agreed  that,  as  a rule,  patients  who  have 
reached  the  sixth  year  of  their  disease, 
although  they  may  themselves  be  still 
liable  to  symptoms,  do  not  transmit.” 

Payenneville  (4)  recommended  pro- 
phylactic treatment  for  the  husband  or 
wife  exposed  to  a syphilitic  spouse.  A 
course  of  six  preventive  injections  of 
neoarsphenamine  apparently  protected 
against  infection  in  10  individuals  ex- 
posed to  primary  and  secondary  syphilis ; 
the  treatment  failed  in  1 case.  Jordan 
(5)  reported  that  in  23  percent  of  117 
families,  syphilis  was  limited  to  1 mari- 
tal partner.  The  duration  of  the  disease 
in  the  infected  individual  was  not  con- 
sidered. Of  the  100  cases  in  which  both 
partners  were  affected,  Jordan  found  94 
instances  in  which  wives  were  infected 
by  their  husbands,  and  6 instances  in 
which  husbands  were  infected  by  their 
wives.  In  72  of  the  wives  of  infected 
husbands  symptomatic  syphilis  developed 
and  in  22,  latent  syphilis.  In  the  6 
men  infected  by  wives  primary  syphilis 
developed. 

Levitin  (6)  stated  that  if  the  syphilitic 
infection  is  old  in  one  marital  partner, 
the  spouse  may  never  become  infected. 
He  mentions  Metscliersky’s  report  of  47 
families  in  which  all  of  the  mothers  and 
18  of  the  children  had  syphilis.  The  hus- 
bands of  these  women  were  free  of  the 
disease.  Levitin  also  reports  the  case  of  a 
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woman  who  was  infected  by  her  first  hus- 
band at  the  age  of  20.  She  was  divorced 
2%  years  later  and  remarried  at  the  age 
of  25.  The  second  husband  was  seroneg- 
ative 3 years  after  this  marriage,  but  a 
chancre  developed  2 months  after  his  wife 
started  treatment.  The  possibility  of 
extramarital  infection  was  not  excluded. 

Dennie  (7)  in  1927,  considered  the  age 
of  the  infection  to  be  the  most  important 
factor  in  its  transmission.  Hall  (8) 
stated  that  90  percent  of  infected  hus- 
bands acquire  syphilitic  infection  before 
marriage,  and  67  percent  of  infected  wives 
acquire  infection  from  husbands  who  were 
infected  before  marriage. 

Thompson  (9)  briefly  reviews  the 
studies  of  conjugal  syphilis  by  Stokes, 
Fournier,  Blaisdell,  Keyes,  Solomon,  and 
Strandberg.  Fournier,  he  states,  found 
that  75  percent  of  married  women  with 
syphilis  acquired  the  disease  from  their 
husbands.  In  Stokes’  experience  more 
than  90  percent  of  sexual  exposure  to 
syphilis  in  men  is  antemarital.  Keyes 
estimated  the  chances  of  establishing  con- 
jugal infection  by  the  untreated  husband 
as  12  to  1 the  first  year  of  the  disease,  5 
to  2 the  second  year,  1 to  4 the  third  year, 
and  practically  negligible  the  fourth  and 
fifth  years.  Among  208  couples  studied, 
Strandberg  found  that  27.6  percent  of  the 
marital  partners  escaped  infection ; he  in- 
dicated that  in  20  percent  the  disease  was 
transmitted  to  the  partner  later  than  the 
fifth  year  of  infection.  In  two  cases 
transmission  took  place  after  the  eighth 
year  of  infection. 

Twenty-three  percent  of  the  spouses  of 
64  married  patients  with  primary  or  sec- 
ondary syphilis  observed  at  the  syphilis 
clinic  of  the  Vanderbilt  University  Hos- 
pital (1)  escaped  infection. 

Greenbaum,  Katz  and  Rule  (10)  asked 
Ihe  question : “When  can  a male  patient 
under  treatment  for  syphilis  safely 
marry?”  In  untreated  patients,  they 
state,  “transmissibility  to  others  is  a 
question  of  (1)  duration  of  the  infection 
in  the  contaminated  individual — -the  older 
the  infection  the  less  the  chances  of  trans- 
mission; (2)  the  presence  of  open  lesions 
(and  here  again  the  earlier  the  infection 
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the  greater  the  infectiousness  of  the 
lesions)  ; (3)  the  infectiousness  of  secre- 
tions— saliva,  vaginal  secretions,  blood, 
and  semen,  in  particular ; (4)  tissue  reser- 
voirs with  relapsing  lesions  and  spiro- 
chetic  sorties  into  the  humors.  The 
second  factor  is  rapidly  eliminated  by 
treatment,  and  it  has  often  been  assumed 
that  the  same  is  true  for  the  third  factor.” 
The  authors  recall  the  experiment  of 
Eberson  and  Engman  who  inoculated 
rabbits  with  the  semen  from  17  patients 
with  chronic  syphilis.  Six  of  the  rabbits 
died.  In  two  of  the  remaining  11  signs  of 
syphilis  developed.  One  of  these  had  been 
inoculated  with  semen  from  a patient  with 
early  latent  syphilis  who  had  never  re- 
ceived antisyphilitic  treatment ; the  sec- 
ond, with  semen  from  an  individual  who 
acquired  syphilis  13  years  previous  to  the 
experiment  and  had  received  oral  medica- 
tion only  during  the  first  3 years  of  his 
disease.  Greenbaum,  Katz  and  Rule  in- 
oculated rabbits  with  single  semen  speci- 
mens from  25  patients,  6 of  whom  had 
been  infected  less  than  4 years,  2 for  an 
unknown  period,  and  17  for  more  than  4 
years.  All  had  been  treated  for  varying 
periods.  None  of  the  rabbits  developed 
evidence  of  syphilitic  infection.  The 
authors  concluded  that  their  experiment 
demonstrated  the  noninfectiousness  of 
semen  from  patients  under  treatment. 

Kemp  (11)  was  unable  to  demonstrate 
by  rabbit  inoculation  the  infectiousness 
of  semen  from  15  men  with  syphilis  of 
more  than  4 years’  duration,  6 of  whom 
were  untreated.  He  reviewed  the  liter- 
ature on  the  subject  and  collected  119 
instances  of  inoculation  with  semen  from 
patients  the  duration  of  whose  infection 
could  be  determined.  Sixty-seven  men 
had  early  syphilis  (syphilis  of  4 years' 
duration  or  less)  and  52  had  late  syphilis. 
In  19.4  percent  of  the  67  early  cases, 
infectiousness  of  semen  was  demon- 
strated, and  in  only  1.9  percent  (one 
case — Eberson  and  Engman,  1921)  of  the 
late  cases  was  it  possible  to  demonstrate 
infectiousness. 

Decker  (12)  in  1934  summarized  con 
tributions  to  the  literature  on  the  sub- 
ject of  conjugal  syphilis,  and  reported 

Venereal  Disease  Information,  January  1941 


376  families  in  which  at  least  one  marital 
partner  had  syphilis  and  in  which  both 
partners  were  examined.  Sixty  infected 
husbands  and  98  infected  wives  had  non- 
syphilitic spouses.  In  218  families  both 
husband  and  wife  were  infected.  Decker 
concluded  that  infectivity  varies  inversely 
with  the  duration  of  the  disease.  Among 
59  cases  of  conjugal  syphilis  reported  by 
Galliot  (13),  the  husband  was  the  source 
of  the  infection  in  56  instances  and  the 
wife  in  2 instances.  In  one  case  the  re- 
sponsibility for  the  infection  could  not 
be  fixed. 

A concise  statement  of  current  views 
on  conjugal  syphilis  was  published  re- 
cently by  O’Leary  and  Williams  (14). 
They  examined  the  records  of  1,175  mar- 
ried couples.  In  46  percent  both  the  hus- 
band and  the  wife  had  syphilis.  In  this 
series  there  were  three  families  in  which 
repeated  sexual  contacts  had  occurred 
while  one  or  the  other  marital  partners 
had  active  lesions  of  the  mucous  mem- 
branes, fluid  from  which  contained 
Treponema  pallidum.  Prophylactic 
measures  had  not  been  used ; nevertheless 
not  one  of  the  marital  partners  was  in- 
fected. In  83  percent  of  the  families  in 
which  one  of  the  partners  had  acquired 
syphilis  less  than  1 year  before  marriage 
both  spouses  were  infected.  Neverthe- 
less if  less  than  2 years  had  elapsed  since 
the  disease  had  been  acquired  both  mem- 
bers were  infected  in  33  percent  of  the 
ramifies ; if  less  than  5 years  had  elapsed 
he  partners  in  25  percent  of  the  families 
vere  both  infected ; if  less  than  10  years 
iad  elapsed  both  partners  in  15  percent 
1 >f  families  were  infected.  If  more  than 
5 years  had  elapsed  between  infection 
md  marriage  both  members  were  in- 
ected  in  only  9 percent  of  the  families, 
lowever  when  the  estimate  of  the  du- 
ation  of  infection  was  based  on  definite, 
ccurate  knowledge  it  was  found  that 
ery  few  partners  had  become  infected 
hen  the  interval  between  infection  and 
: carriage  was  more  than  5 years.  Never- 
heless  these  observations  seem  to  indi- 
ite  that  the  5-year  interval  is  by  no 
leans  an  absolute  safeguard  to  the  mari- 
■ il  partner.  There  were  18  patients,  who 
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had  received  20  or  more  injections  of  an 
arsphenamine  and  a heavy  metal  within 
the  first  year  of  the  infection  and  before 
marriage,  who  subsequently  married 
within  the  first  2 years  after  infection. 
Six  of  the  partners  (33  percent)  of  these 
18  patients  were  infected.  Premarital 
intercourse  on  the  part  of  the  partners 
was  not  excluded. 

In  the  syphilis  clinic  of  the  Vander- 
bilt University  Hospital  we  have  had  an 
opportunity  to  investigate  the  problem  of 
conjugal  syphilis  in  226  couples.  The 
material  will  be  presented  in  tabular 
form. 

Table  1. — The  number  of  infected  and 
noninfected  marital  partners  of  226 
original  patients  examined  at  the  syph- 
ilis clinic  of  Vanderbilt  University 
Hospital 


Original  patients 

Marital  partners 

Infected 

Noninfected 

Race  and  sex 

Num- 

Num- 

Per- 

Num- 

Per- 

her 

cent 

ber 

cent 

White  male __ 

55 

25 

45.  5 

30 

54.5 

White  female 

57 

35 

61.4 

22 

38.6 

Total  white... 

112 

60 

54.  5 

52 

45.5 

Negro  male 

53 

29 

54.  7 

24 

45.3 

Negro  female ... 

61 

40 

65.  7 

21 

34.3 

Total  negro... 

114 

69 

60.0 

45 

40.0 

Orand  total... 

226 

129 

57.1 

97 

42.9 

RESULTS 

In  table  1 is  shown  the  number  of  orig- 
inal 2 patients  by  race  and  sex  and  the 
number  of  infected  and  noninfected  mari- 
tal partners  of  these  patients.  Of  the 
total  number  of  spouses,  42.9  percent 
escaped  infection.  Syphilis  was  found  in 
45.5  percent  of  the  wives  of  the  white 
men,  in  61.4  percent  of  the  husbands  of 
the  white  women,  in  54.7  percent  of  the 
wives  of  the  Negro  men,  and  in  65.7  per- 
cent of  the  husbands  of  the  Negro  women. 

There  were  60  instances  among  white 
couples  and  69  instances  among  Negro 
couples  where  both  marital  partners  were 

2 The  patient  who  presented  himself  or  her- 
self first  for  examination. 
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Table  2. — The  type  of  syphilis  in  226  original  patients  and  their  marital  partners 


Stage  of  disease  of  husbands 


Stage  of  disease  of  wives 

Nega- 

tive 

Pri- 

ma- 

ry 

Sec- 

ond- 

ary 

Early 

latent 

Late 

la- 

tent 

la- 
tent— 
dura- 
tion un- 
known 

Be- 

nign 

terti- 

ary 

Asymp- 

to- 

matic 

neuro- 

syphi- 

lis 

Symp- 

to- 

matic 

neuro- 

syphi- 

lis 

Cardio- 

vascu- 

lar 

syphi- 

lis 

Total 

Negative 

0 

4 

8 

4 

18 

1 

2 

4 

a 

2 

54 

Primary _..  

1 

2 

0 

1 

0 

1 

0 

0 

0 

u 

44 

Secondary. 

5 

3 

22 

8 

1 

4 

1 

0 

0 

0 

Early  latent . 

5 

1 

fi 

11 

3 

4 

0 

0 

0 

0 

30 

Late  latent..  ... 

20 

0 

1 

1 

10 

14 

0 

1 

1 

0 

48 

Latent — duration  unknown. 

3 

0 

0 

2 

12 

3 

6 

2 

3 

0 

31 

Benign  tertiary ...  . 

1 

0 

0 

0 

0 

2 

0 

0 

0 

0 

3 

Asymptomatic  neurosyphi- 
lis  _ . 

3 

0 

0 

0 

0 

1 

0 

0 

0 

0 

4 

Symptomatic  neurosyphilis. 

4 

0 

0 

0 

0 

2 

0 

0 

0 

0 

0 

Cardiovascular _ 

1 

0 

0 

0 

0 

0 

0 

0 

0 

0 

Total 

43 

10 

37 

27 

44 

32 

9 

7 

15 

2 

226 

infected.  In  every  instance  an  attempt 
was  made  to  determine  which  partner 
infected  the  other.  Among  the  whites  the 
husband  infected  the  wife  in  50.8  percent 
of  instances,  and  the  wife  infected  the 
husband  in  13.1  percent;  while  in  36.6 
percent  of  the  instances  it  could  not  be 
determined  which  was  the  source.  The 
corresponding  percentages  among  the  Ne- 
groes were  33.3,  4.4,  and  62.3.  Among  the 
white  patients  53  percent  of  the  men  and 
7 percent  of  the  women  admitted  extra- 
marital sexual  intercourse.  Among  the 
Negroes  45  percent  and  28  percent,  re- 
spectively, admitted  marital  infidelity.  In 
considering  the  instances  in  which  both 
partners  were  infected  it  should  be  re- 
membered that  infection  in  either  or 


both  partners  may  have  been  acquired 
from  extramarital  sources. 

Table  2 indicates  the  type  of  syphilis 
present  in  marital  partners.  From  this 
it  can  be  seen  that  there  were  10  instances 
of  primary  syphilis  among  husbands. 
Four  of  the  wives  of  these  men  had 
escaped  infection  at  the  time  the  hus- 
band’s treatment  was  instituted ; two 
had  primary,  three  secondary,  and  one 
early  latent  syphilis  (under  2 years’ 
duration).  There  were  five  wives  who 
had  primary  syphilis.  The  husband  was 
negative  in  one  instance.  Two  husbands 
had  primary  syphilis,  one  early  latent, 
and  one  latent  syphilis  of  unknown  dura- 
tion. There  were  37  husbands  and  44 
wives  who  had  secondary  syphilis ; in  22 


Table  3. — The  stage  of  disease  in  226  original  patients  and  their  marital  partners 


Other  spouse  diagnosed  as- 

One  spouse  diagnosed  as— 

Num- 

ber 

Nega- 

tive 

Pri- 

mary 

Sec- 
on  d- 
ary 

Early 

latent 

Late 

la- 

tent 

La- 
tent— 
dura- 
tion 
un- 
known 

Be- 

nign 

terti- 

ary 

Asymp- 

tomatic 

neuro- 

syphi- 

lis 

Symp- 

tomatic 

neuro- 

syphi- 

iis 

Cardio- 

vascu- 

lar 

Negative . . .. 

97 

0 

5 

13 

9 

38 

4 

3 

7 

15 

3 

Primary 

15 

5 

4 

3 

2 

0 

1 

0 

0 

0 

0 

Secondary.  

81 

13 

3 

44 

14 

2 

4 

1 

0 

0 

0 

Early  latent  

57 

9 

2 

14 

22 

4 

6 

0 

0 

0 

0 

Late  latent  . 

92 

38 

0 

2 

4 

20 

26 

0 

1 

1 

0 

Latent — duration  unknown  _ 

63 

4 

1 

4 

6 

26 

6 

8 

3 

5 

0 

Benign  tertiary...  

Asymptomatic  neurosyphi- 

12 

3 

0 

1 

0 

0 

8 

0 

0 

0 

0 

lis.  

ii 

7 

0 

0 

0 

1 

3 

0 

0 

0 

0 

Symptomatic  neurosyphiiis. 

21 

15 

0 

0 

0 

1 

5 

0 

0 

0 

0 

Cardiovascular  __  _ 

3 

3 

0 

0 

0 

0 

8 

0 

0 

0 

0 

4 
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Table  4. — Presence  of  syphilis  ( treated  or  untreated)  before  marriage  in  226  original 

patients 


White 

Negro 

Grand 

Male 

Female 

Total 

Male 

Female 

Total 

total 

Number 

1 Percent 

Number 

Percent 

Number 

Percent 

Number 

Percent  1 
1 

N umber 

Percent 

Number  | 

Percent 

Number 

Percent  1 

1 

Disease  present  before  marriage — 
treated 

9 

16.3 

6 

10.  5 

15 

13.4 

15 

28.3 

7 

11.5 

22 

19.  3 

37 

16.4 

Disease  present  before  marriage— 

untreated 

4 

7.3 

2 

3.5 

6 

5.4 

14 

26.4 

5 

8.  2 

19 

10.7 

25 

11.0 

' Total 

13 

23.6 

8 

14.0 

21 

18.8 

29 

54.  7 

12 

19.7 

41 

36.0 

62 

27.4 

Disease  not  present  before  mar- 

riage  or  information  lacking 

42 

76.4 

49 

86.0 

91 

81.2 

24 

45.3 

49 

80.  3 

73 

64.0 

164 

72.  6 

Grand  total  . __  . 

55 

100.'- 

57 

100.0 

112 

100.0 

53 

100.0 

01 

100.  0 

114 

100.0 

226 

100.0 

instances  botli  spouses  had  the  disease  in 
this  stage.  Bight  wives  were  uninfected 
and  5 husbands  escaped  infection  while 
living  with  a marital  partner  with  infec- 
tious secondary  lesions.  Unfortunately, 
it  was  not  determined  whether  unpro- 
tected sexual  intercourse  took  place  dur- 
ing the  stage  of  active  infection,  but  it  is 
known  that  the  patients  were  living 
I together  at  the  time. 

Table  3 is  derived  from  table  2 to 
show  more  clearly  the  stage  of  the  dis- 
ease found  to  exist  in  marital  partners. 
Thus,  there  were  15  instances  of  pri- 
mary syphilis  among  the  452  persons  in- 
cluded in  this  study.  The  spouses  of 
these  patients  were  negative  in  5 in- 
stances, had  primary  syphilis  in  4, 
secondary  syphilis  in  3,  early  latent 
syphilis  in  2,  and  latent  syphilis  of 
unknown  duration  in  1.  There  were  81 
instances  of  secondary  syphilis ; the 


spouses  were  negative  in  13  of  these 
families. 

In  table  4 is  shown  the  status  with 
regard  to  infection  before  marriage  of  the 
original  22G  patients  and  also  whether 
or  not  treatment  for  syphilis  had  been 
received.  Sixty-two  patients  gave  a his- 
tory of  premarital  infection — 13  (23.6  per- 
cent) of  the  white  men,  8 (14  percent)  of 
the  white  women,  29  (54.7  percent)  of  the 
Negro  men,  and  12  (19.7  percent)  of  the 
Negro  women.  This  represents  27.4  per- 
cent of  the  original  patients — 18.8  percent 
of  the  whites  and  36  percent  of  the  Ne- 
groes. Others  may  have  been  infected 
at  the  time  of  marriage,  but  we  were  not 
able  to  secure  a history  of  infection. 

In  addition  there  were  13  spouses  of 
original  patients  whose  infection  could 
be  dated  prior  to  marriage,  making  a total 
of  75  (16.6  percent  of  the  452  original  pa- 
tients and  spouses)  who  were  known  to 


Table  5. — The  effect  of  duration  of  infection  and  of  premarital  treatment  on  conjugal 

syphilis 


Original  patients — duration  of  disease  before  marriage 

Spouses  of  original 

Less  than  4 years 

4 years  or  more 

patients 

U ntreated 

Treated 

Untreated 

Treated 

Number 

Percent 

Number 

Percent 

Number 

Percent 

Number 

Percent 

Spouse  infected 

1 

12.  5 

5 

41.6 

0 

0.0 

0 

0.  0 

Spouse  escaped 

7 

87.5 

7 

58.4 

13 

100.0 

12 

100.0 

Total . .. 

8 

100.0 

12 

100.0 

13 

100.  0 

12 

100.0 
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have  contracted  syphilis  before  marriage. 
Of  the  25  whites  and  50  Negroes  in  this 
group,  6 (24  percent)  of  the  former  and 
23  (46  percent)  of  the  latter  had  received 
no  treatment  whatever  for  syphilis  before 
marriage. 

Table  5 gives  some  indication  of  the 
relation  between  the  duration  of  the  dis- 
ease and  the  amount  of  treatment  re- 
ceived, and  the  infectiousness  of  syphilis. 
No  conclusions  can  be  drawn  from  these 
figures  but  the  results  correspond  with 
the  general  impression  and  with  the  ex- 
periences of  others.  All  of  the  spouses  in- 
cluded in  this  table  denied  extramarital 
exposure ; it  was  our  impression  that  we 
could  rely  on  their  statements. 

There  was  no  instance  of  conjugal  in- 
fection of  spouses  of  patients  whose  dis- 
ease had  been  present  4 years  or  more  be- 
fore marriage,  whether  treated  or  un- 
treated. 

Infection  of  marital  partners  did  take 
place  when  the  infection  was  of  shorter 
duration  (less  than  4 years).  It  is  in- 
teresting that  a higher  percentage  of  in- 
fected spouses  was  found  among  those 
whose  partners  had  received  some  treat- 
ment, inadequate  in  all  instances,  before 
marriage  than  among  those  who  received 
none. 

SUMMARY 

1.  A summary  of  some  of  the  literature 
on  conjugal  syphilis  is  presented.  The 
general  impression  prevails  that  the  in- 
cidence of  conjugal  transmission  is  low  if 
the  infection  in  the  syphilitic  spouse  has 
been  present  for  4 or  more  years  before 
marriage. 

2.  An  analysis  is  given  of  452  records 
representing  226  married  couples  studied 
by  us.  Both  marital  partners  were  in- 
fected in  57.1  percent  of  the  cases.  The 
husband  alone  was  infected  in  23.9  per- 
cent and  the  wife  alone  in  19  percent  of 
the  cases/  Thus  in  42.9  percent  of  this 
group  of  marital  partners  one  member 
escaped  infection. 

3.  A larger  number  of  men  than  wo- 
men admitted  extramarital  sexual  rela- 
tions. The  number  of  cases  in  which  the 
husband  infected  the  wife  is  definitely 
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greater  than  that  in  which  the  wife  in- 
fected the  husband.  It  is  emphasized 
that  in  a large  number  of  cases  the  mari- 
tal partner  responsible  for  the  infection 
could  not  be  determined. 

4.  Eighteen  out  of  96  marital  partners 
escaped  infection  in  spite  of  the  fact  that 
their  spouses  had  infectious  lesions  of  the 
skin  or  mucous  membranes. 

5.  Syphilis  had  been  acquired  before 
marriage  by  18.8  percent  of  the  white  and 
by  36  percent  of  the  Negro  marital  part- 
ners of  the  original  patients.  No  treat- 
ment was  received  prior  to  marriage  by 
24  percent  of  the  white  and  46  percent 
of  the  Negro  patients  who  had  con- 
tracted syphilis  before  marriage. 

6.  Marital  infection  was  not  observed 
in  any  individual  whose  spouse  had  ac- 
quired syphilis  more  than  4 years  before 
marriage. 
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Studies  in  the  Epidemiology  of  Syphilis 

IV.  The  Value  of  Patient  Education  in  Controlling  the 
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INTRODUCTION 

SUCCESS  in  the  control  of  syphilis  de- 
pends upon  the  discovery  and  the  ex- 
termination of  the  reservoirs  of  infection. 
Discovery  of  these  reservoirs  depends 
upon  an  increased  sense  of  awareness 
on  the  part  of  the  medical  profession 
of  the  ubiquity  of  syphilis,  upon  the 
“Wassermann  drag-net”,  and  upon  proper 
attention  to  contact  investigation.  They 
are  exterminated  by  early  and  adequate 
treatment. 

That  syphilis  is  an  epidemic  disease 
has  long  been  recognized.  The  part  the 
physician  plays  in  disclosing  and  con- 
trolling epidemics  of  syphilis  has  been 
frequently  emphasized,  and  its  wide  dis- 
tribution has  often  been  pointed  out 
( 1 , 2,  3,  4,  5,  6,  7).  The  value  of  the 
“Wassermann  dragnet”  is  universally 
acclaimed.  The  investigation  of  syphilis 
contacts  has  proved  its  worth  through 
the  discovery  of  numerous  instances  of 
infection  (8). 

There  are  ample  means  for  the  dis- 
covery of  individuals  who  are  responsible 
for  the  perpetuation  of  the  infection. 
Unless  each  individual  is  rendered  non- 
infectious  by  'adequate  treatment,  how- 
ever, time  spent  in  case-finding  is  largely 
wasted.  Infectious  relapse  decreases  in 
frequency  with  increasing  numbers  of 
arsphenamine  injections.  Studies  of  the 
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Cooperative  Clinical  Group  (9)  have 
shown  that  64  percent  of  patients  with 
early  syphilis  who  received  one  to  four 
injections  of  an  arsphenamine  relapsed, 
while  only  14  percent  of  those  who  re- 
ceived five  to  nine  injections  relapsed. 
When  20  or  more  injections  were  re- 
ceived, less  than  2 percent  of  patients 
experienced  infectious  relapse.  A pre- 
vious study  by  the  same  group  (10)  indi- 
cated that  35  percent  of  all  infectious  re- 
lapses occur  in  patients  who  have  re- 
ceived less  than  5 doses  of  arsphenamine, 
65  percent  in  those  receiving  under  10 
doses,  and  87  percent  in  those  receiving 
under  20  doses. 

The  attainment  of  treatment  ideals  in 
a given  case  of  syphilis  is  directly  pro- 
portional to  the  p'atient’s  understanding 
of  his  illness.  The  informed  patient  co- 
operates in  carrying  out  treatment  sched- 
ules ; the  confused  or  perplexed  patient 
draws  his  own  conclusions  as  to  the 
time  for  cessation  of  treatment,  and  usu- 
ally the  disappearance  of  signs  and  symp- 
toms is  his  criterion  of  cure.  The  value 
of  instructing  the  syphilitic  patient  has 
been  demonstrated  in  studies  by  others 
(4,  11,  12,  13,  14  ) The  present  report 
supplies  additional  data  relative  to  this 
point.  All  of  the  patients  included  in 
our  study  were  members  of  the  clientele 
of  the  syphilis  clinic  of  the  Vanderbilt 
University  Hospital. 

MATERIAL  STUDIED 

The  patients  were  divided  into  two 
groups.  The  first  group,  classified  as 
“casually  instructed”,  includes  new  pa- 
tients with  syphilis  who  entered  the 
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syphilis  clinic  during  the  period  from 
September  1,  1935  through  August  31, 
1936.  The  second  group,  “carefully  in- 
structed” by  one  of  us  (E.  G.  C.),  en- 
tered the  clinic  during  the  period  Sep- 
tember 1,  1937  through  August  31,  193S. 
The  system  of  social  service  follow-up 
of  delinquency  was  essentially  the  same 
during  the  two  periods.  There  were  443 
patients  admitted  during  the  first  period 
and  560  during  the  latter. 

Fifteen  percent  of  the  first  group  and 
11  percent  of  the  second  group  were  ex- 


cluded from  the  study  because  of  death 
or  because  of  transfer  to  another  clinic 
or  physician.  Patients  with  late  symp- 
tomatic syphilis  are  also  excluded  from 
both  the  groups.  Thus,  the  clinical  ma- 
terial in  the  study  is  comprised  of  cases 
of  early  symptomatic  syphilis  (primary 
and  secondary)  and  asymptomatic  syphi- 
lis (latent,  early,  and  late). 

The  patients  in  the  two  groups  were 
classified  according  to  race  and  sex.  The 
material  is  arranged  in  table  1 according 
to  these  facts. 


Table  1. — Race.  sex.  and  diagnosis  of  patients  in  the  cast! ally  instructed  group  and 

in  the  carefully  instructed  group 


Casually  instructed 
1935-36 

Carefully  instructed 
1937-38 

Number 

Percent 

Number 

Percent 

Early  symptomatic  (primary  and  secondary  only): 

White  male . 

45 

34.6 

40 

32.5 

White  female ... 

31 

23.8 

22 

18. 

Negro  male _ 

32 

24.6 

29 

23.5 

Negro  female 

22 

17.0 

31 

25. 

Total 

130 

100.0 

122 

100. 

Total  white 

76 

58.5 

62 

50.5 

Total  Negro 

54 

41.5 

60 

49.1 

Total . ...  _ 

130 

100.0 

122 

100. 

Asymptomatic  (latent): 
White  male 

15 

5. 1 

33 

16. 

White  female 

31 

10.  5 

- 40 

19. 

Negro  male  . 

49 

16.6 

58 

28. 

Negro  female...  . _ ...  . 

199 

67.8 

74 

36. 

Total 

294 

100.0 

205 

100.1 

Total  white  ._  ... 

46 

15.6 

73 

35.1 

Total  Negro 

248 

84.4 

132 

64.4 

Total 

294 

100.0 

205 

100. 

There  were  130  patients  with  primary 
or  secondary  syphilis  in  the  1935-36 
group  and  122  in  the  1937-38  group. 
There  were  294  patients  with  asympto- 
matic syphilis  in  the  1935-36  group  and 
205  in  the  1937-38  group.  The  asympto- 
matic groups  were  predominantly  Negro. 

TYPE  OF  INSTRUCTION  GIVEN 

As  previously  indicated  each  patient 
of  the  carefully-instructed  group  was  in- 
structed by  one  person.  Instruction  was 
invariably  preceded  by  questioning  in 
order  to  determine  the  extent  of  the 
patient’s  understanding  of  the  illness. 
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The  content  of  the  instruction  was  modi- 
fied according  to  the  patient's  insight 
and  emotional  reactions  (12),  the  stage 
of  the  disease,  the  marital  and  economic 
status,  and  the  treatment  requirements. 
In  each  instance  an  attempt  was  made 
to  present  a comprehensive  statement 
relative  to  the  infectiousness  of  syphilis, 
its  natural  course  and  sequelae,  and  the 
effectiveness  of  adequate  treatment.  We 
are  impressed  of  the  soundness  of  Nel- 
son’s statement  that  “unless  a patient 
has  been  given  all  of  these  facts  about 
syphilis,  it  can  hardly  be  said  that  he  is 
negligent  of  self  and  society  in  missing 
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treatments.  It  is  more  likely  a sign  of 
negligence  in  the  physician  when  a 
patient  who  has  not  had  syphilis  ex- 
plained to  him  fails  to  return  for  his 
injections  (15)." 

RESULTS 

In  table  2 are  indicated  the  number 
of  visits  to  the  syphilis  clinic  by  patients 
with  primary  or  secondary  syphilis  dur- 
ing the  two  periods  studied.  The  treat- 
; ment  for  primary  and  secondary  syphilis 
in  this  clinic  is  so  standardized  that  by 
the  time  patients  have  made  37  visits  to 
1 the  clinic  they  have  received  a minimum 
of  20  injections  each  of  an  arsenical  and 
a heavy  metal.  Thirty  visits  represent 
a minimum  of  20  injections  of  an  arsen- 

- ical  and  13  of  a heavy  metal ; 14  visits, 
10  injections  of  an  arsenical  and  7 of  a 

- heavy  metal.  The  “first  course"  repre- 
s sents  8 injections  of  an  arsenical  and  3 
i of  a heavy  metal.  The  numbers  and 

fi 

, percentages  shown  in  the  table  are 
' cumulative. 

= It  can  be  seen  that,  when  white 

jj 

i patients  with  early  infectious  syphilis 
",  were  casually  instructed,  as  was  the 


case  in  1935-36  in  this  clinic,  only  5.2 
percent  were  still  under  observation  at 
the  end  of  a year  and  only  32.7  percent 
received  minimum  treatment  require- 
ments. Fifty  percent  received  20  ar- 
senical injections  and  74.7  percent  re- 
ceived as  many  as  10  arsenical  injections. 
The  figures  are  considerably  higher  in 
the  carefully-instructed  group  (1937-38). 
Here  at  the  end  of  a year,  19.3  percent 
were  still  being  treated,  64.4  percent  had 
received  minimum  treatment  require- 
ments, 75.7  percent  had  received  as  many 
as  20  arsenical  injections,  and  90.2  per- 
cent as  many  as  10  arsenical  injections. 

Only  16.6  percent  of  Negro  patients 
admitted  during  the  “casual-instruction" 
period  received  as  many  as  20  arsenical 
and  20  heavy  metal  injections,  29.6  per- 
cent 20  arsenical  injections,  and  53.6  per- 
cent 10  arsenical  injections.  Negroes 
who  were  carefully  instructed  main- 
tained a much  better  attendance  record. 
Only  3.3  percent,  however,  were  being 
treated  at  the  end  of  a year.  Nevertheless 
41.5  percent  had  received  20  injections 
each  of  an  arsenical  and  bismuth,  56.4 
percent  20  arsenical  injections,  and  76.4 


, Table  2. — Number  of  clinic  visits  made  bit  casually  instructed  and  by  carefully 
Is  instructed  patients  with  symptomatic  early  syphilis 


Clinic  visits 

Casually  instructed 
1935-30 

Carefully  instructed 
1937-38 

Number 

Percent 

Number 

Percent 

Patients  with  primary  or  secondary  syphilis: 

White: 

Cumulative 

Cumulative 

Cumulative 

Cumulative 

52  or  more  visits 

4 

5.  2 

12 

19.3 

37  or  more  visits  (minimum;  20  As.,  20  Bi.) 

25 

32.7 

40 

64.4 

30  or  more  visits  (minimum;  20  As.,  13  Bi.) 

38 

50.0 

47 

75.  7 

14  or  more  visits  (minimum;  10  As.,  7 Bi.)__  

57 

74.7 

56 

90.  2 

8 or  more  visits  (minimum;  8 As.,  3 Bi.) 

61 

79.9 

60 

96.6 

Total  white  patients . 

76 

100.0 

62 

100.0 

Negro: 

52  or  more  visits ...  . . 

0 

0.0 

2 

3.  3 

37  or  more  visits  (minimum;  20  As.,  20  Bi.) 

9 

16.6 

25 

41.5 

30  or  more  visits  (minimum;  20  As.,  13  Bi.)  _ ... 

16 

29.6 

34 

56.  4 

14  or  more  visits  (minimum;  10  As.,  7 Bi.) 

29 

53.6 

46 

76.4 

8 or  more  visits  (minimum;  8 As.,  3 Bi.) 

35 

64.  7 

54 

89.6 

Total  Negro  patients..  

54 

100.0 

60 

100.0 

Total  White  and  Negro: 

52  or  more  visits 

4 

3.  1 

14 

11.5 

37  or  more  visits  (minimum;  20  As.,  20  Bi.)__  _ 

34 

26. 1 

65 

53.2 

30  or  more  visits  (minimum;  20  As.,  13  Bi.).  . _ 

54 

41.5 

81 

66.3 

14  or  more  visits  (minimum;  10  As.,  7 Bi.)  ._  . 

86 

66. 1 

102 

83.5 

8 or  more  visits  (minimum;  8 As.,  3 Bi.) 

96 

74.6 

114 

93.  37 

Total  patients 

130 

100.0 

122 

100.0 
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Table  3. — Number  of  clinic  visits  made  by  casually  instructed  and  by  carefully 
instructed  patients  ivith  asymptomatic  syphilis 


Casually  instructed  1935-36 

Carefully  instructed  1937-38 

Number 

Percent 

Number 

Pecenrt 

Patients  with  latent  (asymptomatic)'syphilis: 

White: 

Cumulative 

Cumulative 

Cumulative 

Cumulative 

52  or  more  visits. 

1 

2.2 

8 

10. 9 

37  or  more  visits . . ...  ..  . 

11 

23.9 

48 

65.8 

30  or  more  visits . 

14 

30.4 

58 

79.5 

14  or  more  visits _ ------- 

24 

52.1 

69 

94.5 

8 or  more  visits  . . . 

32 

69.5 

70 

95.9 

Total  white  patients . . 

46 

100.0 

73 

100.0 

Negro: 

52  or  more  visits 

4 

2.7 

5 

3.8 

37  or  more  visits..  — 

25 

17.0 

54 

40.9 

30  or  more  visits - 

37 

25.2 

67 

50.7 

14  or  more  visits _ . 

70 

47.0 

99 

74.9 

8 or  more  visits ...  _ 

94 

63.9 

119 

90.1 

Total  Negro  patients 

147 

100.0 

132 

100.0 

Total  white  and  Negro: 

52  or  more  visits  ------- 

5 

2.6 

13 

6.  3- 

37  or  more  visits . _ _ 

36 

18.6 

102 

49.8 

30  or  more  visits  „ - 

51 

26.4 

125 

61.0 

14  or  more  visits „ — - __  - 

94 

48.7 

168 

81.9 

8 or  more  visits  ------  ----- 

126 

65.3 

189 

92.2 

Total 

193 

100.0 

205 

100.0 

percent  10  arsenical  injections.  Almost 
90  percent  of  these  patients  completed 
the  first  course  of  8 arsenical  injections. 

Table  3 shows  the  number  of  clinic 
visits  by  patients  in  the  two  groups 
who  had  asymptomatic  syphilis.  This 
table  is  presented  to  demonstrate  what 
effect  the  presence  or  absence  of  lesions 
may  have  on  attendance.  This  table  is 
to  be  compared  with  table  2.  During  the 
casual-instruction  period  clinic  attend- 
ance was  considerably  better  for  white 
patients  with  lesions  than  for  those  with 
asymptomatic  syphilis.  Thus,  74.7  per- 
cent of  patients  with  primary  or  second- 
ary lesions  made  as  many  as  14  visits, 
whereas  only  52.2  percent  of  patients 
without  lesions  attained  this  attendance 
record.  Among  the  Negroes  the  differ- 
ence is  not  as  pronounced.  However,  the 
attendance  at  14  and  30  weeks  was  better 
among  those  who  had  symptoms  than 
among  those  who  had  none. 

During  the  careful-instruction  period 
the  attendance  of  patients  with  sympto- 
matic and  asymptomatic  syphilis  was 
practically  identical.  This  indicates 
that  instruction,  and  not  the  presence 
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of  lesions,  was  the  significant  factor  in 
stimulating  attendance. 

The  average  number  of  visits  per 
patient  with  primary  or  secondary 
syphilis  during  1935-36  was  26  for  white 
and  20  for  Negro  patients ; during  1937- 
38  it  was  38  for  white  and  29  for  Negro 
patients.  The  average  number  of  visits 
per  patient  with  asymptomatic  syphilis 
during  1935-36  was  20  for  white  and  10 
for  Negro ; during  1937-38  it  was  38  for 
white  and  29  for  Negro. 

It  is  obvious  that  clinic  attendance  in 
the  carefully-instructed  group  is  far 
from  ideal  and,  in  view  of  the  results 
expected,  is  very  disappointing.  At  the 
present  time  we  are  planning  a more  ex- 
tended and  intensive  system  of  instruc- 
tion based  on  a study  of  the  patient’s 
mental  age  in  an  attempt  to  improve 
attendance.  A sample  of  300  patients 
taken  at  random  from  the  syphilis  clinic 
was  submitted  to  the  revised  Army  Beta 
mental  tests 2 designed  for  illiterates. 
A preliminary  study  of  the  results  in- 


2 Issued  by  the  Psychological  Corporation, 
New  York,  N.  Y. 
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dicates  that  there  is  correlation  between 
attendance  record  and  mental  age.  In- 
structed white  patients  cooperated  bet- 
ter than  instructed  Negroes.  The  men- 
tal age  of  about  50  percent  of  our  white 
patients  is  about  the  8-year  level.  The 
mental  age  of  90  percent  of  the  Negro 
patients  is  below'  this  level. 

It  is  not  practical  to  submit  all 
patients  on  admission  to  the  clinic  to  the 
Army  Beta  mental  test,  therefore  we 
have  attempted  to  And  some  means  of 
rapid  simple  examination  which  will  in- 
dicate roughly  each  patient’s  mental  age. 
One  hundred  of  the  above  patients  were 
submitted  to  portions  of  the  test  in- 
cluded on  the  “Abbreviated  Filing 
Record  Card  for  the  Stanford  Revision 
of  the  Binet-Simon  Tests”.3  A pre- 
j liminary  study  of  the  results  indicates 
that  the  “Ball  and  Field”  test  on  these 
cards  may  be  used  to  separate  patients 
nto  two  classes,  those  of  low  mentality 
who  doubtless  will  require  repeated  in- 
struction and  those  of  higher  mentality 
who  will  probably  require  less  attention, 
rhis  study  is  now  in  progress. 


SUMMARY  AND  CONCLUSION 

1.  A study  of  the  clinic  attendance  of 
wo  groups  of  patients,  one  casually  in- 
tructed  and  the  other  carefully  in- 
tructed  regarding  syphilis,  is  presented 
|n  order  to  demonstrate  that  patient  edu- 
ation  plays  a major  part  in  insuring 
dequate  treatment  for  the  prevention  of 
ufeetious  relapse. 

2.  Seventy-six  percent  of  white  pa 
ents  and  56.4  percent  of  Negro  patients 
ho  were  carefully  instructed  received 
I injections  of  arsenicals,  whereas  only 
,3  percent  and  29.6  percent  respectively 
jf  the  casually  instructed  received  this 

ount  of  treatment. 


3 Published  by  the  Riverside  Press,  Cam- 
l idge,  Mass. 
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3.  Plans  are  underway  to  modify  and 
extend  instruction  for  selected  patients 
of  low  mentality  in  order  to  improve  at- 
tendance further. 
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Purification  of  the  Antigen  Used  in  Diagnostic  Tests  for 
Syphilis  by  Means  of  the  Cadmium  Salt 

JOHN  W.  WELLMAN,  Ph.  D.,  and  HERMAN  P.  LANKELMA,  Ph.  1)., 

Cleveland,  Ohio 


THE  EFFECTIVE  antigenic  substance 
used  in  the  various  standard  diagnostic 
tests  for  syphilis  is  present  in  the  lecithin 
fraction  of  extracts  ordinarily  prepared 
from  beef  heart  tissue.  It  is,  therefore, 
either  a lecithin  or  a concomitant  of 
lecithin.  A number  of  studies  of  the 
antigenic  properties  of  highly  purified 
lecithin  have  been  reported  in  the  litera- 
ture. The  reports  of  the  work  of  these 
investigators  are  conflicting.  Weil  and 
Besser  ( 1 ) with  a synthetic  lecithin  and 
Fischer  (2)  with  a cadmium-chloride  pur- 
ified lecithin  were  able  to  report  the  pres- 
ence of  antigen  activity  in  these  mate- 
rials. On  the  other  hand,  Wadsworth, 
Maltaner  and  Maltaner  (3)  and  Fuji- 
mura  ( j ) found  no  activity  in  cadmium- 
chloride  purified  lecithin.  Since  there  is 
this  conflicting  evidence  regarding  the 
activity  of  lecithin  purified  through  the 
cadmium  salt,  we  have  carried  out  the 
investigation  reported  in  this  paper  to 
determine  if  the  fraction  is  antigenic 
when  used  in  the  slide  test  for  syphilis. 

EXPERIMENTAL  WORK 

The  lecithin  fractions  used  in  the 
preparation  of  the  cadmium  salts  were 


This  study  was  made  possible  by  the  estab- 
lishment of  a fellowship  in  the  Department 
of  Chemistry  of  Western  Reserve  University 
by  Mr.  Frank  LaMotte  of  Baltimore,  Md.,  to- 
gether with  funds  provided  by  Mr.  A.  S.  Wim- 
ner  and  associates  of  Cleveland,  Ohio,  the 
Research  Committee  of  the  American  Medical 
Association,  and  the  Division  of  Venereal  Dis- 
eases of  the  U.  S.  Public  Health  Service. 
Assistance  in  this  project  was  given  by  the 
serology  division  of  the  Research  Committee 
of  the  American  Society  of  Clinical  Patholo- 
gists. 
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prepared  from  beef  heart  in  the  follow- 
ing way : 

Difco  beef  heart  powder  was  extracted 
exhaustively  with  ether  in  a Soxhlet- 
type  extraction  outfit  for  24  hours  over 
an  oil  bath  at  50°  C.  Extraction  was 
then  continued  with  ethyl  alcohol  by 
the  same  method  at  100°  C.,  until 
extraction  was  practically  complete  (in 
24  hours  85  percent  complete).  The  two 
extracts  were  kept  separate.  The  leci- 
thin fractions  were  isolated  from  each 
extract  as  shown  in  figure  1 (the 
weights  indicated  are  the  amounts 
obtained  from  2 lb. =900  gm.  of 
powder). 

Fractions  (A)  and  '(B)  were  purified 
further  by  means  of  the  cadmium  chlo- 
ride salt  as  described  below.  The  method 
is  essentially  that  described  by  Levene 
and  Rolf  (5)  and  by  Maltaner  (6‘). 

To  a 5-percent  solution  of  the  lecithin 
fraction  in  absolute  ethyl  alcohol  a 
saturated  solution  of  cadmium  chloride 
in  95  percent  methyl  alcohol  was  added 
until  precipitation  was  complete.  The 
mixture  was  then  centrifuged,  and  the 
clear  solution  was  discarded.  The 
waxy  precipitate  of  cadmium  salt  was 
taken  up  in  ether  (15  parts  by  weight), 
and  to  the  suspension  50  parts  of  ethyl 
alcohol  were  added  to  reprecipitate  the 
salt.  The  precipitate  was  collected  by 
centrifuging.  This  process  was  re- 
peated twice  more.  The  lecithin  was 
liberated  from  the  cadmium  salt  as; 
follows : The  salt  was  taken  up  in 
chloroform  (10  parts)  and  treated  with 
a 20-percent  solution  of  ammonia  in 
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absolute  methyl  alcohol.  The  reagent 
was  added  in  slight  excess  of  the 
amount  needed  for  complete  precipita- 
tion of  cadmium  hydroxide.  The  cad- 
mium hydroxide  was  removed  by  cen- 
trifuging, the  supernatant  liquid  con- 


centrated in  vacuo , and  the  resulting' 
wax  was  taken  up  in  ethyl  alcohol  and 
again  concentrated.  In  this  way  the 
excess  ammonia  was  removed.  An  av- 
erage return  of  -10  percent  of  lipoid  was 
obtained. 


Beef  Heart  Powder 
900  gm. 


Ether  Extract 
74.65  gm. 

(concentrated 
in  vacuo, 
taken  up 
in  anhydrous 
ether  and 
acetone 
added ) 


Soluble 
Fraction 
56.0  gm. 


Insoluble 
Fraction 
18.71  gm. 


Alcohol  Extract 

(concentrated  in  vacuo 
and  taken  up  in  ether, 
centrifuged  and  the 
clear  solution  treated 
with  acetone) 


Soluble 
Fraction 
18.7  gm. 


Insoluble 
Fraction 
19.5  gm. 


( taken  up 
in  ether 
and  alcohol 
added ) 


Soluble 

Fraction 

I 

(concentrated 
in  vacuo 
and  taken 
up  in 
absolute 
alcohol ) 


( taken  up 
in  absolute 
alcohol ) 


Insoluble 
Fraction 
10.1  gm. 


Soluble 

Fraction 

16.7  gm. 

(B) 


Insoluble 
Fraction 
2.8  gm. 


Soluble 
Fraction 
7.72  gm. 

(A) 


Insoluble 
Fraction 
0.9  gm. 


Figure  1. 
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The  change  in  composition  resulting 
from  his  treatment  is  shown  in  the  fol- 
lowing typical  analytical  data : 

Starting 

fraction  (A)  Product 
Percent  Percent 

Nitrogen  (Kjel- 

dahl) 1.45  2.07 

Phosphorus 2.'36  3.  52 

Iodine  No.  (Ha- 
mus) 56.6  61.00 

These  values  may  be  compared  with  the 
theoretical  values  for,  distearyl  lecithin, 
namely  nitrogen  1.77  percent,  phosphorus 
3.92  percent,  and  iodine  number  0. 

The  materials  prepared  from  both  (A) 
and  (B)  were  very  nearly  the  same  in 
both  antigen  potency  and  composition 
with  respect  to  nitrogen,  phosphorus,  and 
unsaturation. 

Antigen  titers  were  made  on  all  sam- 
ples. The  method  we  have  found  best 
consists  in  diluting  a pooled  serum 
through  a series  of  dilutions  and  deter- 
mining the  dilution  which  gives  a mini- 
.mal  positive  reaction  in  the  slide  test  us- 
ing as  antigens  the  unknown  and  a con- 
trol. The  ratio  of  these  critical  points, 
then,  was  the  same  as  the  ratio  of  the 
concentration  of  the  antigen  prepara- 
tions. Following  this  procedure  it  was 
found  that  by  treatment  with  cadmium 
chloride  the  antigen  titer  of  our  samples 
had  been  increased  by  about  20  percent. 

It  can  be  concluded  from  these  results 
that  a lecithin  fraction  purified  through 
the  formation  of  the  cadmium  salt  not 
only  retains  its  antigenic  activity  but 
also  has  undergone  a measurable  in- 
crease in  concentration  of  the  true  anti- 
genic substance. 
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PUBLIC  HEALTH 
ADMINISTRATION 


National  Social  Hygiene  Day  will  have 
its  fifth  annual  observance  on  February 
5,  1941.  This  year’s  theme  deals  with 
social  hygiene  in  relation  to  national  de- 
fense. A concerted  drive  is  to  be  made 
to  safeguard  men  in  military  and  naval 
training  camps  and  in  essential  indus- 
tries from  the  ravages  of  venereal  disease 
and  will  include  increased  effort  to  re- 
duce commercialized  prostitution  to  a 
minimum. 

Plans  for  the  annual  event  include 
more  than  5,000  community  meetings  in 
all  parts  of  the  country  and  4 regional 
conferences  to  be  held  in  Philadelphia, 
St.  Louis,  New  Orleans,  and  Los  Angeles. 

The  American  Social  Hygiene  Asso- 
ciation has  issued  a folder,  “We  Face  a 
New  Challenge”,  which  describes  the 
plan.  Quantity  lots  of  this  folder  for 
use  as  an  envelope  enclosure  may  be  ob- 
tained from  the  American  Social  Hygiene 
Association,  1790  Broadway,  New  York 
City.  The  Association  also  offers  to  pro- 
vide a comprehensive  group  of  program 
and  publicity  aids  and  materials  for 
State  and  community  groups,  including 
literature  for  distribution  at  meetings. 
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Prenatal  blood  tests  for  syphilis.  John 

Hall.  Public  Health  News,  Trenton, 

24:  147,  Oct.  1940. 

The  New  Jersey  law  requiring  that 
blood  tests  for  syphilis  be  made  on  all 
pregnant  women  has  been  in  effect  for 
a year  and  a half.  The  birth  certificates 
filed  iD  the  State  Bureau  of  Vital  Sta- 
tistics have  been  carefully  examined  for 
six  different  months  to  determine  the  com- 
pleteness of  the  information  as  to  whether 
or  not  blood  tests  had  been  made  on  the 
mothers  during  pregnancy. 

For  the  State  as  a whole  there  has 
been  a steady  increase  in  the  percentage 
of  certificates  which  carry  the  informa- 
tion. In  March  1939,  56  percent  of  the 
certificates  for  live  births  and  32  percent 
for  stillbirths  stated  that  a blood  test 
for  syphilis  had  been  made ; in  May  1940 
the  percentages  were  93  for  the  live 
births  and  42  for  the  stillbirths.  Failure 
to  use  the  new  birth  certificate  forms, 
with  the  spaces  provided  for  reporting 
the  facts  about  the  prenatal  tests,  is 
largely  responsible  for  poor  reporting. 
Considering  various  factors,  Hall  feels 
that  at  least  two-thirds  of  the  women 
whose  babies  were  horn  in  1939  had  pre- 
natal blood  tests. 

The  time  in  pregnancy  when  the  tests 
are  made  is  of  special  importance.  For 
the  mothers  whose  babies  were  born 
alive  in  March  1939,  22  percent  had  their 
test  before  the  fifth  month  of  pregnancy 
and  20  percent  at  or  near  the  time  of 
delivery;  in  May  1940,  the  percentages 
for  the  corresponding  periods  were  38 
and  13. 

The  Veterans’  Administration  Facility 

for  Negro  beneficiaries,  Tuskegee,  Ala. 

Eugene  H.  Dibble,  Jr.  M.  Bull.  Vet. 

Admin.,  Washington,  17:  158-162,  Oct. 

1940. 

A relatively  large  group  of  the  patients 
at  the  Tuskegee  Facility  are  suffering 

I from  syphilis  of  the  central  nervous  sys- 
tem. For  a number  of  years  it  was  im- 
possible to  treat  these  patients  by  malaria 
therapy  as  Negro  patients  did  not  respond 
to  the  tertian  strain  of  malaria  which  was 
then  in  use.  However,  in  1932,  after  re- 


search and  study  it  was  found  that  the 
quartan  strain  of  malaria,  a foreign  strain 
to  which  the  Negro  had  not  developed  an 
immunity,  gave  satisfactory  results. 
Since  then  more  than  500  patients  have 
been  inoculated,  with  a large  proportion 
of  complete  recoveries  and  returns  to 
gainful  employment.  The  same  strain  of 
malaria  is  still  in  use  at  this  facility,  and 
blood  has  been  furnished  to  other  Veter- 
ans’ Administration  Facilities  and  numer- 
ous State  hospitals  from  here. 

The  National  Research  Council  and 
medical  preparedness.  J.  A.  M.  A., 
Chicago,  115:  1640-1643,  Nov.  9,  1940. 
In  order  that  the  latest  knowledge  may 
be  available  to  the  medical  officer,  the 
Army  Medical  Corps  requested  that  the 
subcommittees  prepare  manuals  on  their 
specialties.  The  Surgeon  General’s  of- 
fice will  soon  issue  a general  manual 
which  will  include  the  chemotherapeutic 
treatment  of  venereal  diseases. 

The  Subcommittee  on  Venereal  Dis- 
eases is  composed  of  J.  E.  Moore,  Chair- 
man ; Edwin  P.  Alyea : Charles  W. 
Clarke;  Oscar  F.  Cox,  Jr.;  J.  F.  Ma- 
honey ; and  John  H.  Stokes.  Eight  meet- 
ings have  been  held.  The  committee  has 
prepared  memorandums  on  the  prophy- 
laxis and  treatment  of  all  the  venereal 
diseases,  utilizing  the  latest  chemothera- 
peutic agents.  It  has  made  suggestions 
as  to  venereal  disease  control,  for  a 
standard  nomenclature  for  the  diagnosis 
of  syphilis,  and,  along  with  many  of  the 
other  subcommittees,  has  outlined  plans 
for  the  training  of  medical  officers. 

Syphilis,  gonorrhea  and  the  national  de- 
fense. R.  A.  Vonderlehr.  Bull.  Genito- 
infect.  Dis.,  Boston,  16:  1-2,  Oct.  1940. 
From  past  experience  the  control  of 
syphilis  and  gonorrhea  has  been  shown 
to  be  not  only  a humanitarian  measure, 
but  an  important  need  in  the  develop- 
ment of  an  efficient  manpower  as  part 
of  the  national  defense.  In  the  World 
War,  venereal  diseases  caused  an  average 
of  3 noneffective  man-days  for  every  man 
in  the  United  States  Army. 

The  armed  population  and  the  civilian 
population  are  so  closely  linked  that  an 
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attack  on  these  diseases  must  include 
both  groups  to  be  effective.  The  Medi- 
cal Corps  of  the  Army,  the  Bureau  of 
Medicine  and  Surgery  of  the  Navy,  and 
the  Public  Health  Service  have  been 
studying  plans  for  the  control  of 
venereal  diseases  in  the  national  defense 
program.  Their  proposed  plans  have 
been  approved  by  the  Secretaries  of  War 
and  of  the  Navy  and  the  Administrator 
of  the  Federal  Security  Agency,  and  also 
were  indorsed  by  the  Conference  of  State 
and  Territorial  Health  Officers. 

The  responsibility  of  the  Army  and  of 
the  Navy  is  defined  as  developing  effec- 
tive measures  for  the  clinical  manage- 
ment of  the  venereal  diseases  in  the 
armed  forces.  Responsibility  for  the 
treatment  of  the  infected  civilian  popu- 
lation is  placed  on  the  local  health  de- 
partments. Extramarital  contacts  of  in- 
fected persons  in  the  armed  forces  will 
be  reported  to  State  or  local  health  au- 
thorities, and  contacts  of  enlisted  men 
with  infected  civilians  will  be  reported 
to  the  Army  or  Navy  medical  officers. 

The  opportunities  for  contact  with  in- 
fected persons  are  decreased  by  the  re- 
pression, as  far  as  possible,  of  commer- 
cialized and  clandestine  prostitution. 
Very  little  in  this  line  can  be  accom- 
plished, however,  without  the  active  sup- 
port of  public  opinion.  An  active  pro- 
gram of  education,  particularly  as  to  the 
dangers  from  syphilitic  infection,  the 
methods  of  prevention,  and  the  steps 
which  should  be  taken  if  infection  is  sus- 
pected, is  being  carried  out.  The  physi- 
cian in  private  practice  has  an  opportu- 
nity not  only  to  serve  humanity  but  also 
to  serve  his  country  through  cooperation 
with  health  authorities  in  the  national 
defense  program. 

What  blood  tests  show.  Illinois  Health 

Messenger,  Springfield,  12:  101,  Oct.  1, 

1940. 

From  evidence  based  on  the  results  of 
blood  tests  done  on  three  groups  of  volun- 
teers and  on  applicants  for  marriage  li- 
censes it  appears  that  if  the  entire  white 
population  of  Illinois  were  examined 
about  2 percent  would  be  positive  for 


syphilis.  One  of  the  groups  examined 
consisted  of  9,053  persons  who  took  ad- 
vantage of  an  offer  by  the  State  Depart- 
ment of  Public  Health  at  the  Illinois  State 
Fair  in  3 different  years.  Of  these,  87, 
or  slightly  less  than  1 percent,  were  posi- 
tive. Another  group  were  volunteers  at 
the  annual  reunion  of  soldiers  and  sailors 
at  Salem  in  1940.  Here  1,117  tests  were 
run  on  men  and  women  ranging  in  age 
from  15  to  60,  and  of  the  group  34,  slightly 
more  than  3 percent,  were  positive.  The 
third  group  consisted  of  541,245  white 
persons  in  Chicago.  Of  this  group  15,015, 
about  2.8  percent,  were  positive.  Of  the 
119,004  persons  who  complied  with  the 
premarital  health  examination  law,  1,S38, 
about  1.5  percent,  were  found  to  be  posi- 
tive. In  the  four  groups  serologic  evi- 
dence of  syphilitic  infection  was  found 
in  16,974,  or  about  2.5  percent. 

The  prevalence  of  the  disease  undoubt- 
edly varies  from  community  to  community, 
as  also  in  different  age  groups.  The  rate 
is  uniformly  higher  among  colored  than 
among  white  people  in  all  the  surveys. 

Procedure  for  transmitting  syphilis  pa- 
tients from  clinics  to  State  hospitals. 

Malcolm  H.  Merrill.  Weekly  Bull., 

California  Dept.  Pub.  Health,  Sacra- 
mento, 19:  134,  Sept.  14,  1940. 

Reference  is  made  to  the  statement  of 
Dr.  A.  J.  RosanolT,  Director,  State  De- 
partment of  Institutions  (Weekly  Bull., 
July  13,  1940),  that  State  hospital  facili- 
ties are  available  for  fever  therapy  for 
cases  of  neurosyphilis.  The  recom- 
mended procedure  for  using  this  service 
is:  (1)  Secure  voluntary  commitment 
forms.  (2)  Transmit  the  completed 
form  to  the  State  hospital  to  which  the 
patient  is  to  be  sent,  indicating  the  date 
on  which  admission  is  requested.  (3) 
After  a reply  has  been  received  from  the 
hospital,  proceed  with  final  details  for 
transferring  the  patient.  (4)  Arrange 
with  the  patient  to  return  to  the  clinic 
after  being  discharged  from  the  State 
hospital. 

The  provision  of  malarial  therapy  for 
cases  of  syphilis  by  the  State  hospitals 
is  a unique  and  valuable  service.  Local 
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clinics  and  health  departments  are  urged 
to  use  this  service.  During  the  past  2 
years  52  cases  have  been  referred  from 
one  clinic  to  the  Stockton  State  Hospital. 

Health  education  concerning  venereal 

diseases.  M.  A.  Bigelow.  J.  Social 

Hyg.,  New  York,  26:  312-315,  Oct.  1940. 

Bigelow  summarizes  the  report  of  a 
study  in  relation  to  venereal  disease  con- 
trol education,  made  jointly  by  the  U.  S. 
Public  Health  Service  and  the  American 
Social  Hygiene  Association.  The  report 
was  based  on  a reconnaissance  of  educa- 
tional activities  in  this  line  in  about  30 
States,  and  has  been  read  and  approved 
by  more  than  200  leading  health  educators. 

There  is  complete  agreement  that  the 
venereal  diseases  should  be  an  integral 
part  of  courses  which  deal  with  other 
communicable  diseases.  It  is  generally 
agreed  that  a well-organized  health  course 
gives  the  best  setting  for  lessons  on 
venereal  diseases,  presented  as  are  tuber- 
culosis or  other  familiar  communicable 
diseases.  There  is  some  opposition  to 
isolated  lectures  on  venereal  diseases  in 
schools  which  do  not  have  health  courses, 
but  including  them  in  a series  of  health 
lessons  is  highly  approved.  Visiting 
special  lecturers  on  venereal  diseases  may 
| be  useful  for  students  who  are  not  under 
regular  teachers.  However,  students  in 
high  schools  and  regular  colleges  do  not 
need  the  details  of  special  medical  lec- 
tures on  venereal  diseases.  General  facts 
and  a desirable  attitude  toward  the  prob- 
lem are  more  likely  to  come  from  regular 
health  teachers. 

The  idea  in  sex  hygiene  before  1910  that 
the  venereal  diseases  were  the  reason  for 
and  the  goal  of  sex  education  has  changed. 
Today  the  most  emphasis  in  sex  education 
is  placed  on  topics  which  do  not  involve 
the  venereal  diseases,  and  venereal  dis- 
eases have  been  given  their  scientific  place 
in  studies  of  communicable  diseases  in 
health  education.  Only  3 of  the  200 
health  educators  who  were  consulted 
opposed  this  point  of  view.  This  new 
sharp  line  between  venereal  disease  edu- 
cation and  sex  education  will  require  re- 
vision of  books  written  years  ago. 
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There  are  now,  therefore,  two  big  edu- 
cational problems  connected  with  the 
work  of  the  American  Social  Hygiene 
Association ; first,  a strenuous  drive  for 
venereal  disease  education  as  an  integral 
part  of  health  education  in  high  schools 
and  general  colleges;  second,  a broad 
program  of  education  that  concerns  the 
normal  relations  of  the  two  sexes. 


LABORATORY 

RESEARCH 


Massive  “acute”  precipitation  of  free 
sulfathiazole  in  the  urinary  tract. 

David  Lehr,  William  Antopol  and 
Jacob  Churg.  Science,  New  York,  92: 
434-435,  Nov.  8,  1940. 

The  formation  of  concrements  in  the 
urinary  tract  after  chronic  administra- 
tion of  sulfanilamide  derivatives  has  been 
reported  repeatedly  in  the  literature. 
The  uroliths  were  always  found  to  con- 
tain a high  percentage  of  the  very  insolu- 
ble acetylated  form  of  the  different 
compounds. 

In  the  course  of  an  investigation  on  the 
acute  intraperitoneal  toxicity,  in  rats  and 
mice,  of  sulfapyridine,  sulfamethylthia- 
zole,  or  sulfathiazole,  the  peculiar  obser- 
vation was  made  that  all  animals  dying 
from  a single  dose  of  sulfathiazole,  or  its 
sodium  salt,  without  exception,  showed 
massive  precipitation  of  the  free  drug  in 
the  urinary  tract.  Depending  upon  the 
dose,  and  consequently  upon  the  time- 
interval  between  injection  and  death  of 
the  animal,  the  precipitate  was  found  in 
different  parts  of  the  urinary  tract.  If 
death  occurred  only  a few  hours  after  the 
injection,  the  collecting  tubules  and  the 
papillary  ducts  were  filled  with  a whitish 
material  distinctly  visible  macroscopically 
and  extending  into  the  renal  pelves,  ure- 
ters, and  bladder.  After  a longer  time- 
interval,  the  precipitate  in  the  kidneys 
diminished  in  amount  and  finally  disap- 
peared (usually  after  24  hours),  while 
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the  bladder  became  completely  filled  and 
even  distended  with  a white  crystalline 
material  which  in  some  cases  reached 
back  into  the  lower  parts  of  the  ureters. 
Within  10  to  20  hours  this  soft  precipitate 
in  the  bladder  was  converted  into  hard 
aggregates  weighing  between  5 and  30 
mg.  and  composed  almost  entirely  of  free 
sulfathiazole.  This  picture  was  seen  in 
54  rats  and  20  mice  injected  with  various 
doses  of  sulfathiazo-le  or  its  sodium  salt. 

This  phenomenon  of  acute  precipitation 
was  further  investigated  by  sacrificing 
groups  of  3 rats  at  different  time  intervals 
after  the  intraperitoneal  injection  of  a 
sublethal  dose  of  sodium  sulfathiazole 
(1.0  gm.  per  kg.).  The  data  from  this 
study  demonstrate  the  extreme  rapidity 
of  absorption  and  excretion  of  sulfa- 
thiazole and  lend  support  to  the  view, 
expressed  previously,  that  the  acute  pre- 
cipitation in  the  urinary  tract  is  due 
mainly  to  a high  rate  of  elimination  of 
sulfathiazole  from  the  body.  Thus  after 
concentration  of  the  glomerular  filtrate 
by  reabsorption  of  water,  precipitation 
occurs  in  the  collecting  tubules. 

A similar  picture  could  not  be  produced 
with  sulfanilamide,  sulfapyridine,  sulfa- 
methylthiazole,  or  their  sodium  salts. 

Additive  action  of  bismuth  and  arsenic 
compounds  in  therapy  of  experimental 
syphilis.  N.  M.  Clausen,  B.  J.  Longley 
and  A.  L.  Tatum.  J.  Pharmacol.  & Ex- 
per.  Therap.  (Proc.  Am.  Soc.  Pharma- 
col. & Exper.  Therap.),  Baltimore,  69: 
281,  Aug.  1940. 

The  employment  of  combinations  of 
bismuth  and  of  arsenical  compounds  in 
the  treatment  of  rabbit  syphilis  has  indi- 
cated to  the  writers  that  the  two  agents 
are  simply  additive.  Fractional  parts  of 
the  minimal  curative  dose  of  these  dif- 
ferent compounds  are  equal,  in  that  there 
is  neither  potentiation  nor  inhibition  of 
one  compound  by  the  other  when  they  are 
given  together. 

Fractions  of  single  curative  doses  of 
mapharsen  and  bismuth  sodium  tartrate 
did  not  sterilize  the  animals  even  though 
more  than  50  percent  of  the  minimal 
curative  dose  of  each  compound  was  used. 
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This  is  evidently  due  to  lack  of  simul- 
taneity of  action. 

These  data  suggest  that  bismuth  and 
arsenical  compounds  attack  the  spirochete 
in  a simple  additive  manner. 

The  toxicity,  treponemicidal  activity  and 
potential  therapeutic  utility  of  substi- 
tuted phenylarsenoxides.  I.  Methods 
of  assay.  Harry  Eagle.  J.  Pharmacol. 
& Exper.  Therap.,  Baltimore,  69:  342- 
354,  Aug.  1940. 

The  demonstration  that  mapharsen 
( m-amino-p-hydroxyphenylarsenoxide)  is 
an  effective  and  safe  drug  for  the  treat- 
ment of  syphilis  necessitates  a reorienta- 
tion of  ideas  with  respect  to  the  chem- 
otherapy of  that  disease.  There  is  no 
reason  to  believe  that  mapharsen  is  the 
only  phenylarsenoxide  of  therapeutic 
utility.  The  present  study  is  an  attempt 
in  the  direction  of  a systematic  study  of 
substitute  phenylarsenoxides  which  might 
possibly  disclose  a correlation  between 
their  chemical  structure,  toxicity,  and 
treponemicidal  activity  and  thus  provide 
a clue  not  only  to  the  mechanism  of  their 
therapeutic  action  but  also  to  the 
development  of  compounds  significantly 
better  than  those  now  available. 

The  present  paper  describes  the  meth- 
ods which  have  been  used  in  this  study 
to  assay  (a)  the  treponemicidal  activity 
in  vitro  of  a series  of  phenylarsenoxides, 
( b ) their  therapeutic  activity  in  syphilitic 
rabbits,  and  (c)  their  toxicity  in  white 
mice  and  rabbits. 

The  toxicity,  treponemicidal  activity,  and 
potential  therapeutic  utility  of  substi- 
tuted phenylarsenoxides.  II.  Mono- 
substituted  phenylarsenoxides  (Cl; 
N02;  CH3;  C2H4OH;  C(CH3):  NOH; 
NIT,  OH,  CH2NH2  and  derivatives). 
Harry  Eagle,  George  O.  Doak,  Balph  B. 
Hogan  and  Harry  Steinman.  J.  Phar- 
macol. & Exper.  Therap.,  Baltimore, 
70:  211-220,  Oct.  1940. 

Twenty-seven  monosubstituted  phenyl- 
arsenoxides have  been  studied  from  the 
point  of  view  of  toxicity  in  mice  and  rab- 
bits, treponemicidal  activity  in  vitro,  and 
therapeutic  activity  in  syphilitic  rabbits. 
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The  toxicity  for  white  mice  per  gram 
arsenic  ranged  between  7 and  120,  re- 
ferred to  that  of  the  unsubstituted  phenyl- 
arsenoxide  as  100.  Similarly  expressed, 
th  e treponemicidal  activity  varied  be- 
tween 21  and  147.  Most  of  the  compounds 
were  both  less  active  and  less  toxic  than 
phenylarsenoxide,  i.  e.,  substitution  in  the 
benzene  ring  inhibited  both  these  prop- 
erties. None  of  the  27  derivatives  would 
seem  as  potentially  valuable  as  maphar- 
sen  in  the  treatment  of  syphilis.  The 
study  indicated  that  different  substituent 
groups  may  affect  therapeutic  activity  and 
toxicity  in  varying  degrees,  but  not 
necessarily  in  parallel.  It  follows  that 
compounds  may  well  be  discovered  in 
which  the  ratio  of  these  two  properties  is 
more  favorable  than  it  is  in  mapharsen. 

The  toxicity,  treponemicidal  activity,  and 
potential  therapeutic  utility  of  substi- 
tuted phenylarsenoxides.  III.  Mono- 
substituted  compounds:  Acids,  esters, 
benzophenone,  methylsulfone.  Harry 
Eagle,  George  O.  Doak,  Ralph  B.  Hogan 
and  Harry  Steinman.  J.  Pharmacol. 
& Exper.  Therap.,  Baltimore,  70: 
221-222,  Oct.,  1940. 

None  of  the  16  arsenoxides  discussed 
in  this  paper  appears  to  be  of  potential 
utility  in  the  treatment  of  syphilis.  In 
general,  monosubstitution  with  an  acidic 
group  markedly  inhibited  the  activity  and 
decreased  the  potential  therapeutic  utility 
of  phenylarsenoxide.  Blocking  the  acidic 
group,  either  by  esterification,  or  as  in  the 
acetophenone,  benzophenone  and  methyl- 
sulfone compounds,  largely  removed  the 
inhibitory  effect  of  the  acid  on  treponemi- 
cidal activity,  and  with  two  of  the  com- 
pounds resulted  in  a ratio  of  treponemi- 
cidal activity : toxicity  significantly  ex- 
ceeding that  of  phenylarsenoxide. 

Determination  of  the  optimal  ratio  of 
cholesterol  to  tissue-extract  antigen 
in  the  complement-fixation  test  for 
syphilis.  John  F.  Kent.  J.  Immunol., 

' Baltimore,  39:  307-315,  Oct.  1940. 

The  details  of  an  investigation  of  the 
1 relations  between  cholesterol  and  tissue 
, ixtract  in  the  complement  fixation  test 
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for  syphilis,  with  a view  to  replacing  the 
empiric  basis  of  adjustment,  are  reported. 

There  is  an  optimal  ratio,  cholesterol : 
tissue  extract,  that  exhibits  maximal 
antigenic  activity  in  the  complement 
fixation  test  for  syphilis.  With  the  an- 
tigens studied,  increase  in  the  ratio, 
cholesterol : extract,  did  not  result  in 
anticomplementary  properties. 

To  determine  the  optimal  ratio,  extract 
must  be  tested  in  such  concentrations 
that  the  optimal  amount  of  cholesterol 
will  fall  within  the  range  of  quantities 
soluble  in  alcoholic  tissue  extract.  Vary- 
ing the  concentration  of  alcoholic  ex- 
tract in  alcohol  does  not  alter  the  optimal 
ratio.  Different  concentrations  of  ex- 
tract require  proportionately  different 
quantities  of  cholesterol  for  their  maxi- 
mal sensitization. 

Varying  concentrations  of  the  alcoholic 
extract  in  alcohol  exhibit  the  same  anti- 
genic activity,  provided  the  optimal  quan- 
tities of  cholesterol  are  added.  Differ- 
ences in  concentration  are  compensated 
for  in  tests  by  changes  in  the  saline  dilu- 
tions yielding  maximal  reactions  of  given 
quantities  of  serum.  As  a result  of  these 
findings,  the  adjustment  of  cholesterol 
and  tissue  extract  for  use  as  antigen  in 
the  complement  fixation  test  for  syphilis 
may  be  based  upon  that  optimal  ratio  of 
the  two  which  exhibits  maximal  antigenic 
activity.  The  experimental  procedures 
given  offer  a practical  method  for  de- 
termining this  ratio. 

A comparative  study  of  toxicity  and 
therapeutic  action  of  bismuth  com- 
pounds. B.  J.  Longley,  N.  M.  Clausen 
and  A.  L.  Tatum.  J.  Pharmacol.  & 
Exper.  Therap.  (Proc.  Am.  Soc.  Phar- 
macol. & Exper.  Therap.),  Baltimore, 
69:  294,  Aug.  1940. 

Toxicity  studies  in  rabbits  and  thera- 
peutic studies  in  rabbit  syphilis  have  in- 
dicated the  similarities  rather  than  the 
differences  in  a number  of  bismuth  com- 
pounds and  therefore  suggest  that  these 
compounds  act  in  a common  manner 
probably  due  to  a common  end  product. 

The  maximal  tolerated  intramuscular 
dose  of  bismuth  (metal)  in  terms  of  mg. 
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per  kg.  was  found  to  be  59  for  bismuth 
sodium  tartrate,  40  for  bismuth  ethyl 
camphorate,  20  for  iodobismitol,  10  for 
bismuth  citrate,  and  2 for  thiobismol. 
In  contrast  to  this  wide  variation,  the 
intravenous  tolerated  doses  were  found 
to  be  3 for  bismuth  ethyl  camphorate,  2 
for  bismuth  sodium  tartrate,  bismuth 
citrate  and  iodobismitol,  and  1 for  thio- 
bismol. 

The  triple  curative  dose  of  bismuth 
(metal)  was  2 mg.  per  kg.  for  bismuth 
ethyl  camphorate,  1.5  mg.  per  kg.  for  thio- 
bismol, and  1.0  mg.  per  kg.  for  bismuth 
sodium  tartrate,  bismuth  citrate  and  iodo- 
bismitol. The  single  curative  doses  of 
bismuth  ethyl  camphorate  and  bismuth 
sodium  tartrate  were  7 mg.  per  kg.  and 
3 mg.  per  kg.  respectively. 

These  data  seem  to  indicate  that  bis- 
muth compounds  ultimately  act  in  a form 
common  to  all  and  not  in  the  form  of  the 
compound  in  which  they  were  injected, 
and  the  observed  differences  of  the  many 
compounds  may  be  accounted  for  largely 
by  the  differences  in  the  rate  of  absorp- 
tion from  the  intramuscular  deposits. 


PATHOLOGY 


Allergic  phenomena  in  ophthalmology. 

Alfred  Appelbaum.  Arch.  Ophth.,  Chi- 
cago, 24:  803-823,  Oct.  1940. 

Experimental  analogy  indicates  that 
certain  cases  of  syphilitic  interstitial 
keratitis  may  be  definitely  allergic.  In 
1911  Wessely  suggested  that  syphilitic 
interstitial  keratitis  might  be  related  to 
anaphylaxis.  Animal  experimentation 
led  him  to  the  conclusion  that  the  condi- 
tion was  due  to  the  specific  corneal  hy- 
persensitivity and  intoxication.  Iger- 
sheimer  pointed  out  that  in  hereditary 
syphilis  the  cornea  contains  spirochetes 
which  sensitize  it  to  the  condition.  If 
spirochetes  come  to  life  subsequently  in 
another  part  of  the  body  and  liberate 
their  toxins  in  the  blood,  an  anaphylac- 
tic reaction  in  the  hypertensive  cornea 
results.  This  is  interstitial  keratitis. 
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Others  have  been  unable  to  demonstrat 
spirochetes  in  the  cornea  in  this  condi 
tion. 

Clinically  there  are  certain  observa 
tions  which  suggest  that  the  keratiti 
in  some  cases  may  be  allergic.  The  sud 
den  occurrence  of  interstitial  keratiti 
in  a patient  under  active  treatment  fo 
syphilis  with  preparations  of  the  heav; 
metals  while  the  infection  is  elsewher 
following  a favorable  course  has  ofte: 
been  noted  (also,  the  stubbornness  o 
the  condition  to  treatment  with  arseni 
cals).  If  actual  invasion  of  the  cornei 
by  spirochetes  takes  place  in  all  instance 
of  this  condition,  a definite  improvemen 
in  the  eye  would  be  expected  to  follow 
arsenical  treatment,  since  it  is  know: 
that  arsphenamine  injected  intravenous! 
rapidly  reaches  the  cornea.  Hence,  a: 
inference  is  drawn  that  in  certain  case 
recurrent  interstitial  keratitis  in  person 
with  congenital  syphilis  is  probably  a: 
allergic  phenomenon,  a sensitization  o 
the  cornea  being  produced  through  ii: 
vasion  by  spirochetes  either  in  fetal  lif 
or  early  in  the  course  of  the  diseas< 
Subsequently,  the  syphilitic  status  bein 
altered  somewhat  by  the  arsenical  treai 
ment,  large  amounts  of  disintegratin 
syphilitic  virus  are  liberated.  This 
when  carried  to  the  eye  in  the  blood  o 
lymph,  produces  an  intoxication  of  th 
sensitized  cornea,  clinically  manifeste 
as  interstitial  keratitis. 

Arsphenamine  encephalopathy.  Repor 

of  unusual  clinical  and  histologic  oh 

servations.  Norman  A.  Levy.  Arcl 

Dermat.  & Sypli.,  Chicago,  42:  814-82: 

Nov.  1940. 

A 19-year-old  white  youth  was  ac 
mitted  in  coma  to  the  Michael  Rees 
Hospital  October  28,  1939.  About 
months  previously  manifestations  c 
secondary  syphilis  had  developed,  esp< 
cially  condylomata  lata.  He  was  treate 
with  2 injections  of  a bismuth  preparc 
tion  and  4 intravenous  injections  c 
neoarsphenamine,  the  last  injection  bein 
3 days  before  admission  to  the  hospita 
The  day  following  the  injection  he  con 
plained  of  headache,  vomited,  and  had 
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temperature  of  102°  F.  In  the  after- 
noon of  the  day  of  admission  he  suddenly 
went  into  coma. 

The  clinical  diagnoses  considered  were 
acute  syphilitic  meningitis  with  encepha- 
litic involvement  or  acute  hemorrhagic 
encephalopathy  with  meningeal  hemor- 
rhage due  to  arsphenamine  intoxication. 
In  view  of  the  meningitic  syndrome  with 
a polymorphonuclear  pleocytosis  and  a 
positive  Wassermann  reaction  of  the 
cerebrospinal  fluid,  a diagnosis  of  acute 
syphilitic  meningo-encephalitis  was  made 
and  treatment  with  large  doses  of  in- 
travenous iodides  was  begun.  The  pa- 
tient failed  to  rally,  his  temperature  went 
to  108°  F.,  and  he  died  during  the  night. 
A necropsy  was  performed. 

On  gross  examination  of  the  brain  the 
numerous  small  hemorrhages  observed 
pointed  to  hemorrhagic  encephalopathy 
due  to  arsphenamine,  possibly  complicat- 
ing syphilitic  meningitis.  However,  the 
histologic  findings  were  unlike  syphilis 
of  the  brain.  The  vascular  lesions,  the 
hemorrhagic  and  inflammatory  changes 
in  the  parenchyma,  and  the  meningitic 
reaction  were  ascribed  to  the  toxic  effect 
of  the  arsphenamine. 

Syphilitic  (gummatous)  pulmonary  ar- 
teritis with  rupture  into  the  bronchial 
tree.  A.  J.  Segal.  Arch.  Path.,  Chi- 
cago, 30:  911-915,  Oct.  1940. 

Thirteen  cases  of  gummatous  type  and 
18  cases  of  the  productive  cicatricial  type 
of  proved  syphilis  of  the  pulmonary 
artery  have  been  reported  in  the  litera- 
ture. In  only  one  case  have  spirochetes 
been  demonstrated  within  the  vessel 
walls. 

A 50-year-old  white  fireman  was  ad- 
mitted to  the  Jewish  General  Hospital 
of  Montreal  complaining  of  pain  in  the 
) :hest,  dyspnea,  productive  cough,  and 
foul  breath  of  1 months’  duration.  He 
lad  had  several  attacks  of  hemoptysis 
luring  the  5 days  preceding  admission, 
from  1914  to  1934  he  had  occasional 
intisyphilitic  therapy.  Examination 
ed  to  a diagnosis  of  pneumonia  and 
hronic  bronchiectasis  and  also  tertiary 
yphilis.  He  was  discharged  as  im- 
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proved  after  10  days.  Six  days  later,  he 
was  readmitted  because  of  repeated 
hemoptysis.  He  died  27  hours  later,  fol- 
lowing a massive  hemoptysis. 

Autopsy  showed  a circular  defect  on 
the  right  lateral  aspect  of  the  trachea 
at  the  level  of  the  bifurcation.  This  de- 
fect was  connected  with  a paratracheal 
cavity  which,  in  turn,  communicated 
with  the  lumen  of  the  right  main  pul- 
monary artery.  Microscopic  examina- 
tion of  the  aorta  showed  typical  syphi- 
litic aortitis.  Stained  sections  showed 
slender  spirochetes  resembling  Spiro- 
chaeta  pallida  in  the  media  of  the  pul- 
monary artery  and  at  some  distance 
from  the  edge  of  the  defect.  The  syphi- 
litic lesion  in  the  pulmonary  artery  was 
obviously  a late  tertiary  manifestation 
of  syphilis. 

Intracranial  tumors.  A study  of  467  his- 
tologically verified  cases.  A.  B.  Baker. 

Minnesota  Med.,  St.  Paul,  23:  696.  Oct. 

1940. 

Records  of  intracranial  neoplasms 
which  were  available  from  the  Univer- 
sity of  Minnesota  were  investigated,  and 
467  that  allowed  careful  histologic  study 
were  chosen.  This  material  is  believed 
to  offer  a fairly  accurate  picture  of  the 
frequency  of  the  various  types  of 
tumors.  Six  cases  of  gumma  were 
found,  all  of  which  occurred  in  the 
cerebral  hemispheres.  Gummas  are  ex- 
tremely rare,  and  in  recent  years,  due  to 
the  intensive  antisyphilitic  therapy,  this 
type  of  lesion  has  become  a curiosity  in 
medicine  and  pathology. 


DIAGNOSIS 


Negative  serology  in  florid  secondary 
syphilis.  I.  Ciaccio  and  A.  Vadahl. 
Riforma  med.,  Napoli,  56:  1027-1031, 
Aug.  17,  1940. 

The  authors  report  the  case  of  a 28- 
year-old  woman  in  the  fourth  month  of 
pregnancy  with  a secondary,  papular 
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syphilitic  skin  eruption  as  well  as  lesions 
on  the  mucous  membranes  of  the  ex- 
ternal genitalia.  In  the  dark-field  ex- 
amination of  material  obtained  from 
these  lesions  occasional  spirochetes  were 
found.  At  this  time  the  Wassermann 
and  flocculation  reactions  for  syphilis 
were  negative.  Repeat  tests  were  again 
negative.  Two  further  serologic  exami- 
nations done  at  intervals  of  4 days  were 
again  negative.  Three  days  later  the 
Wassermann  reaction  was  1 plus  and 
the  Meinicke  reaction  2 plus.  Anti- 
syphilitic treatment,  using  intramuscular 
injections  of  neoiaco,  was  begun.  After 
the  patient  had  received  a total  dosage 
of  4.6  gm.  of  this  drug,  the  lesions  still 
persisted.  She  was  then  given  bismuth 
injections  and  protein  therapy  which  re- 
sulted in  complete  healing  of  the  lesions. 
About  2 weeks  after  antisyphilitic  treat- 
ment had  been  started,  the  Wassermann 
and  Meinicke  reactions  were  both  3 plus. 

The  authors  discuss  the  theories  given 
to  explain  this  phenomenon  of  seronega- 
tivity  in  secondary  syphilis.  They  state 
that  they  believe  it  to  be  due  to  an  ab- 
normal variation  of  the  normal  immune- 
biologic  mechanism  which  characterizes 
the  secondary  stage  of  the  disease,  that 
the  serologic  paradox  is  due  to  a deficit  of 
antibody.  They  cite  Rajka’s  explanation 
of  this  pseudonegativity — that  the  ab- 
sence of  antibody  in  the  circulation  may 
be  the  result  of  an  insufficient  antigenic 
stimulus,  perhaps  the  result  of  an  un- 
usual localization  of  spirochetal  foci  so 
that  these  do  not  stimulate  antibody  pro- 
duction, or  that  it  may  be  due  to  the 
presence  of  an  inhibitory  substance. 

“Bubonulus”  in  lymphogranuloma  vene- 
reum. Robert  Brandt.  Arch.  Dermat. 

& Syph.,  Chicago,  42:  811-813,  Nov.  1940. 

Three  cases  of  lymphogranuloma  vene- 
reum are  reported,  in  each  of  which  a cir- 
cumscribed bubo-like  eminence  developed 
on  the  penis.  The  lesions  were  much 
smaller  than  a true  bubo  and,  moreover, 
were  not  related  to  lymph  glands.  The 
term  “bubonulus”,  as  used  for  circum- 
scribed infiltration  around  lymph  vessels 
in  chancroid,  seems  to  be  proper  also  for 
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this  lesion  iu  lymphogranuloma  venereum. 

Case  1.  In  1936  the  patient,  a Negro, 
had  been  treated  for  a chancroidal  bubo. 
In  January  1939  he  had  a penile  lesion 
and  swelling  in  both  groins.  The  test 
for  chancroid  and  the  Frei  test  were  posi- 
tive. In  April  he  returned  to  the  clinic 
because  of  swelling  of  the  penis.  A spe- 
cific Frei  antigen  could  be  prepared  from 
the  pus  aspirated  from  the  bubo.  The 
nature  of  the  bubonulus  was  also  shown 
by  its  development  during  an  infection 
with  lymphogranuloma  venereum,  the  con- 
siderable time  which  had  elapsed  since  the 
previous  infection  with  chancroid,  the 
clinical  appearance  of  the  lesion,  and  the 
continuous  increase  in  the  strength  of  the 
Frei  reaction. 

Case  2.  In  March  1939  a Negro  pre- 
sented a typical  chancroidal  ulcer  on  the 
glans  penis.  The  test  for  chancroid  and 
also  the  Frei  test  were  positive.  The 
Wassermann  test  had  been  positive  for  a 
year  but  no  treatment  had  been  given. 
The  sores  quickly  disappear  under  sulf- 
anilamide. In  February  1940  an  emi- 
nence developed  on  the  penis,  following 
treatment  of  2 other  ulcers.  The  bubon- 
ulus became  harder  and  smaller.  Sulf- 
anilamide was  discontinued  and  anti- 
syphilitic treatment  instituted.  In  May 
during  treatment  with  neoarsphenamine 
new  ulcerations  developed.  The  first 
lesions  were  chancroid,  but  the  positive 
Frei  reaction  and  the  qualities  of  the 
buboes  as  well  as  of  the  bubonulus  sug- 
gested a diagnosis  of  lymphogranuloma 
venereum  for  the  second  lesions. 

Case  3.  In  May  1939  a Negro  presented 
a bubo  in  the  right  groin.  The  glands 
in  the  left  groin  were  enlarged.  On  the 
inner  side  of  the  prepuce  was  a round 
well-defined  superficial  ulcer.  The  test 
for  chancroid  was  negative  and  the  Frei 
test  was  positive.  A prominent  infiltra- 
tion developed  behind  the  ulceration. 
Sulfanilamide  was  administered.  On  j 
July  5 all  the  lesions  were  healed.  Direct 
evidence  from  the  pus,  the  quality  of  the 
ulcer,  buboes  and  bubonulus,  the  cuta- 
neous tests,  and  absence  of  previous  chan- 
croidal infection  proved  that  the  lesion 
was  a part  of  lymphogranuloma  venereum. 
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Ocular  manifestations  in  venereal  lym- 
phogranuloma. V.  Barriere  and  J. 
May.  Rev.  argent,  de  dermatosif., 
Buenos  Aires,  24:  314-330,  Pt.  3,  1940. 

The  authors  made  a study  of  the  eyes 
in  120  cases  of  venereal  lymphogranuloma. 
By  means  of  biomicroscopy  they  found 
that  in  a certain  number  of  cases  the  nerve 
endings  in  the  central  part  of  the  cornea 
were  increased  in  number  and  size. 
Other  findings  were  ocular  hypotension  in 
87.5  percent  of  cases,  periretinal  edema, 
dilatation  and  increased  tortuosity  of  the 
retinal  veins,  and  retinal  hypertension. 
In  some  patients  only  edema  of  the  optic 
nerve  papilla  was  found.  These  findings 
were  observed  in  the  chronic  as  well  as 
the  acute  stages  of  the  disease.  The  au- 
thors believe  that  the  dilatation  of  the 
retinal  veins  and  periretinal  edema  are 
associated  with  intracranial  hypertension. 
They  found  ocular  symptoms  of  the  dis- 
ease in  nearly  80  percent  of  patients  with 
venereal  lymphogranuloma. 

The  responsibility  of  the  physician  in 
correct  laboratory  diagnosis.  Leon  S. 
Lippincott.  Mississippi  Doctor,  Boone- 
ville,  18:  325-330,  Nov.  1940. 

When  the  rapid  advance  of  laboratory 
methods  and  the  large  number  of  new 
procedures  constantly  introduced  are  con- 
sidered, it  is  to  be  wondered  at  that  so 
many  physicians  are  able  to  do  as  well 
as  they  do  when  sending  specimens  to 
laboratories  for  diagnosis.  Lippincott 
sent  questionnaires  to  the  directors  of  all 
‘State  laboratories  asking  what  their 
troubles  were  in  securing  proper  speci- 
mens for  accurate  laboratory  examina- 
tion. Twenty  State  laboratory  directors 
sent  in  replies  and  Lippincott  has  listed 
many  of  the  difficulties  encountered. 
When  blood  is  sent  in  for  serologic  tests, 
the  quantity  is  often  insufficient ; there  is 
hemolysis  caused  by  contamination ; the 
extremes  of  temperature  have  not  been 
toted.  Smears  for  venereal  disease  ex- 
amination are  made  too  thick ; they  con- 
fist  of  superficial  exudate.  Slides  are 
'•|)f ten  put  together  before  the  pus  is  al- 
®lowed  to  dry.  In  submitting  chancre 
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fluid  for  dark -field  examination,  the  tubes 
are  not  adequately  sealed ; many  speci- 
mens are  too  bloody ; material  is  often 
insufficient.  The  information  regarding 
the  patient  should  be  given  in  full  detail. 
Often  proper  information  will  suggest 
other  examinations  than  those  routinely 
made,  which  will  prove  of  great  value. 

The  incidence  of  heart  disease  in  chil- 
dren with  congenital  syphilis.  Ruth 
A.  Koons  and  R.  W.  Kissane.  Urol.  & 
Cutan.  Rev.,  St.  Louis,  44:  673-674, 
Oct.  1940. 

The  problem  of  the  possible  relation- 
ship of  congenital  syphilis  and  cardiac 
disease  in  children  was  approached  by 
the  authors  from  two  angles.  A group  of 
100  congenitally  syphilitic  children  was 
chosen  at  random  from  the  venereal  dis- 
ease clinic  at  the  Children’s  Hospital. 
Detailed  histories  and  careful  cardiac 
examinations  were  made  on  each  case. 
In  this  group  one  child  was  found  to 
have  heart  disease,  the  lesion  being  a 
mitral  stenosis.  There  was,  in  this 
case,  a history  of  a superimposed  rheu- 
matic infection. 

A second  group  was  selected  from  the 
cardiac  clinic  at  the  same  hospital  and 
was  comprised  of  334  children  all  of 
whom  were  known  cardiacs  but  without 
reference  to  rheumatic  or  congenital 
etiology.  After  thorough  examination 
only  one  of  these  children  was  found 
with  the  stigmata  of  congenital  syphilis. 
For  this  patient  a diagnosis  of  rheumatic 
heart  disease  was  made  with  chorea  as 
the  etiologic  factor  in  the  production  of 
the  mitral  lesion  which  was  present. 

An  interesting  finding  was  made  on  2 
other  cases.  These  were  cases  of  active 
rheumatic  heart  disease  in  which  the 
serum  reaction  was  positive  during  the 
period  of  activity  and  became  negative 
when  rheumatic  infection  became  inactive 
and  without  antisyphilitic  treatment. 
(These  two  cases  will  be  reported  later.) 

The  authors  believe  that,  congenital 
syphilis  can  practically  be  disregarded  as 
the  etiologic  factor  in  any  type  of  heart 
disease  in  children.  The  association  of 
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rheumatic  heart  disease  and  congenital 
heart  disease  is  incidental. 

The  serology  of  syphilis.  Reuben  L. 

Kahn.  J.  Lab.  & Clin.  Med.,  St.  Louis, 

26:  139-155,  Oct.  1910. 

The  serology  of  syphilis  is  beginning  to 
enter  a highly  promising  era.  From  its 
development  during  the  past  3 decades, 
it  is  seen  that  the  serology  of  syphilis 
embraces  two  distinct  types  of  positive 
reactions.  One  is  essentially  an  immune 
serum  reaction  which  apparently  is  spe- 
cifically associated  with  syphilis.  The 
other  type  of  reaction  may  or  may  not 
be  associated  with  immunity ; in  human 
beings  it  most  frequently  occurs  under 
pathologic  conditions,  but  it  is  definitely 
not  associated  with  syphilis. 

In  the  new  serology  of  syphilis,  every 
positive  reaction  in  which  there  is  a 
question  as  to  its  relationship  to  syphilis 
will  be  subjected  to  special  studies,  not 
alone  with  the  verification  test  but  also, 
should  it  prove  necessary,  with  all  pos- 
sible supplementary  procedures.  The 
serologist  then  will  assume  full  responsi- 
bility for  his  report  just  as  the  roent- 
genologist, for  example,  is  responsible 
for  his. 

Should  the  serologic  reaction  be  found 
to  be  of  the  general  biologic  type  and 
unrelated  to  syphilis,  clinicians  will  not 
disregard  it,  but  will  investigate  the  rea- 
son for  this  reaction,  especially  as  to 
whether  some  pathologic  condition  is  re- 
sponsible for  it.  Repeated  serologic 
studies  might  reveal  an  increase  or  a 
decrease  in  the  potency  of  the  reaction, 
and  these  changes  might  correspond  to 
changes  in  the  pathologic  condition. 
Then  again,  the  studies  might  reveal,  in 
some  cases,  a tendency  toward  positive 
serologic  reactions  in  the  apparent  ab- 
sence of  pathologic  conditions. 

The  new  serology  of  syphilis  will  thus 
lead  not  only  to  more  dependable  labora- 
tory diagnosis  in  syphilis,  but  also  to  the 
study  of  the  significance  of  those  reac- 
tions not  associated  with  this  disease.  A 
positive  serologic  reaction  in  the  diagnosis 
of  an  asymptomatic  case  will  first  of 
all  require  the  “typing”  of  the  reaction 
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to  determine  whether  it  is  syphilitic  or 
general  biologic.  This  determination 
may  necessitate  repeated  serologic  studies, 
considering  that  a person  who  shows  no 
signs  or  symptoms  of  syphilis  is  to  be 
diagnosed  as  syphilitic  or  as  free  from  | 
syphilis.  The  increased  dependability  of 
the  serologic  diagnosis  of  syphilis  should 
remove  objections  against  routine  blood 
testing. 

No  change  in  Wassermann  reaction  from 
sulfanilamide.  Queries  and  minor 
notes.  J.  A.  M.  A.,  Chicago,  115: 
1569,  Nov.  2,  1940. 

Query : Can  a successful  Wassermann 
test  be  made  on  a patient  with  a rash  due 
to  medication  with  sulfanilamide?  An- 
swer : As  far  as  evidence  is  available 
there  is  no  reason  to  believe  that  therapy 
with  sulfanilamide  or  its  derivatives 
produces  changes  in  or  reversals  of  the 
Wassermann  reaction.  In  the  course  of  | 
a large  experience  no  difficulty  has  been 
experienced  in  obtaining  correct  inter- 
pretations of  the  Wassermann  reaction 
in  cases  of  toxic  dermatoses  which  had 
been  produced  by  the  administration  of 
sulfanilamide. 


Studies  of  the  transmissibility  of  syphi- 
lis. The  infectiousness  of  the  vaginal 
secretions  and  menstrual  blood  of 
syphilitic  women.  Harry  Pariser.  J. 
Invest.  Dermat.,  Baltimore,  3:  375-400, 
Oct.  1940. 


By  means  of  a wire  loop,  specimens 
for  dark-field  examination  were  taken 
from  the  cervix  and  vagina  of  the  pa- 
tients under  study.  Mucoid  secretion 
was  removed  by  suction.  The  cervix  and 
vagina  were  carefully  examined  for  any 
lesions.  All  secretions  were  injected  di- 
rectly into  the  testicles  of  rabbits.  From 
a total  of  30  untreated  syphilitic  women 
examined  by  this  method,  the  vaginal 
secretions  of  7 produced  syphilis  in  ani- 
mals. Five  of  these  7 women  showed 
local  cervical  lesions.  The  6th  “positive” 
result  was  obtained  from  the  menstrual 
blood  of  a woman  with  secondary 
syphilis  who  had  no  local  cervicovaginal 
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lesions.  The  7th  “positive”  result  was 
produced  from  a pregn'ant  woman  with 
early  secondary  syphilis  who  had  no 
visible  open  lesions.  The  blood  serologic 
tests  for  syphilis  in  the  rabbits  gave  high 
sensitivity  ratings,  but  also  produced  a 
definite  percentage  of  nonspecific  positive 
serologic  results. 

The  conclusions  reached  by  the  author 
from  these  studies  are  that  virulent 
Spirochaetae  pallidae  are  discharged  by 
the  syphilitic  wom'an  into  the  vagina  in 
the  presence  of  local  lesions.  In  the  ab- 
sence of  such  lesions,  they  are  discharged 
only  through  the  menstrual  blood  of  the 
early  syphilitic  or  from  a cervix  which 
appears  abnormal.  Infectiousness  through 
the  vagina  is  periodically  recurrent 
rather  than  continuously  present  in  the 
syphilitic  woman  and  depends  upon  the 
presence  or  absence  of  local  lesions.  The 
physiologic  secretions  fire  not  infectious. 

In  this  series,  infectious  cervical  re- 
lapse was  found  to  have  occurred  at 
least  6%  years  after  definite  onset  of 
the  disease.  No  data  can  be  given  as  to 
the  absolute  end-point  or  the  frequency 
of  cervical  relapse. 

Biologic  false  positive  serologic  tests  for 
syphilis.  III.  A suggested  method  of 
approach  to  their  clinical  study.  Jo- 
seph E'arle  Moore,  Harry  Eagle  and 
Charles  F.  Mohr.  J.  A.  M.  A.,  Chicago, 
115:  1602-1606,  Nov.  9,  1940. 

The  recognition  of  biologic  false  posi- 
tive tests  for  syphilis  is  of  great  im- 
portance in  view  of  the  increasing  use 
of  serologic  tests  in  routine  medical 
practice,  in  industry,  and  in  premarital 
and  prenatal  examinations.  It  is  as  thor- 
oughly undesirable  to  make  a diagnosis 
of  syphilis  and  treat  a patient  who  does 
not  have  it  as  to  miss  the  diagnosis  in 
one  in  whom  it  exists.  Within  2 or  3 
years  at  least  40  examples  of  biologic 
false  positive  tests,  either  in  normal  per- 
sons or  in  those  with  acute  infections  of 
undetermined  origin,  acute  infections  of 
the  upper  respiratory  tract,  vaccinia,  in- 
fectious mononucleosis,  rat-bite  fever,  or 
typhus  fever,  have  come  under  the 
personal  observation  of  the  authors. 
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When  a patient  has  a positive  serologic 
reaction  for  syphilis  but  gives  no  history 
or  shows  no  physical  evidence  of  the 
disease,  the  test  should  be  repeated  in 
order  to  exclude  a technically  false  posi- 
tive result.  The  patient  should  be  ques- 
tioned most  carefully,  and  a complete 
physical,  including  fi  thorough  derma- 
tologic examination,  should  be  carried 
out.  If  an  exhaustive  anamnestic  and 
physical  search  of  evidences  of  syphilis 
itself  is  fruitless,  the  following  proce- 
dures may  be  carried  out : 

(1)  Take  a careful  history  as  to  symp- 
toms of  some  intercurrent  infection, 
serum  treatment,  or  vaccination.  (2) 
Make  a careful  physical  examination  for 
evidences  of  acute  infection,  with  special 
reference  to  lymph  nodes,  spleen,  anti 
lungs.  (3)  Make  a thorough  search  of 
blood  smears  for  malarial  parasites.  (4) 
Examine  blood  smears  for  infectious 
mononucleosis,  as  this  is  a much  more 
common  infection  than  it  is  usually 
thought  to  be.  (5)  Make  a blood  test 
for  heterophile  ‘antibody  (the  Paul-Bun- 
nell  test).  This  is  specific  for  infectious 
mononucleosis.  (6)  Determine  the  sedi- 
mentation rate.  (7)  Repeat  serologic 
tests  for  syphilis  by  several  different 
technics  including  both  complement  fixa- 
tion and  flocculation,  at  least  one  of 
which  is  quantitatively  titered.  (8)  Re- 
peat serologic  test  for  syphilis  in  several 
different  laboratories  of  known  excel- 
lence in  order  to  rule  out  all  possibility 
of  technical  error.  (9)  Perform  the 
Kahn  “verification  test.”  Until  this  test, 
however,  has  been  confirmed  by  more  in- 
vestigators, a negative  result  with  it 
should  not  be  accepted  as  absolute  evi- 
dence of  the  false  positivity  of  other 
serologic  tests.  (10)  Test  the  patient’s 
serum  by  complement  fixation  with 
spirochetal  antigen  (the  Reiter  or  Kazan 
strain  of  cultured  Spirochaeta  pallida) . 
This  test  is  known  as  Gaelitgen’s  “palli- 
gen”  test.  (11)  Test  the  patient’s  serum 
with  wholly  nonspecific  antigens,  such  fis 
those  prepared  from  bacteria  or  from 
such  substances  as  milk  and  lecithin. 
(12)  Carry  out  a prolonged  serologic 
follow-up  (weeks  or  months)  by  a good 
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quantitative  technic,  testing  the  blood  at 
frequent  intervals  without  instituting 
antisyphilitic  treatment.  (13)  Examine 
members  of  the  family  and  sexual  con- 
tacts. Congenital  syphilis  may  thus  be 
ruled  out.  (14)  Examine  the  cerebro- 
spinal fluid  if  a decision  cannot  be 
reached  earlier.  (15)  The  so-called  pro- 
vocative procedure  is,  in  the  authors’ 
opinion,  worthless.  (16)  Withhold  anti- 
syphilitic treatment  unless  and  until  the 
diagnosis  of  syphilis  is  proved.  Such 
treatment  is  dangerous  and  should  not 
be  given  unless  the  risk  is  justified  by 
the  actual  existence  of  syphilis. 

Amyotrophic  lateral  sclerosis  compli- 
cated by  syphilis  and  a leukemic  con- 
dition. Eli  H.  Orr.  M.  Bull.  Vet. 
Admin.,  Washington,  17:  178-179,  Oct. 
1940. 

A patient  was  admitted  to  Veterans’ 
Administration  Facility,  Washington,  for 
dermatitis  and  a muscular  atrophy  of 
the  left  shoulder  girdle  which  had  been 
noted  for  the  past  15  to  20  years.  In 
1936  he  had  had  a chancre  and  subse- 
quently had  received  antisyphilitic  treat- 
ment. There  was  a history  of  gonorrhea 
in  1920.  The  serologic  reactions  of  the 
blood  were  positive  and  of  the  spinal  fluid, 
negative.  Special  study  suggested  that 
the  patient  might  have  a leukemia  and 
that  the  exfoliative  dermatitis  was  due 
to  the  leukemia  rather  than  to  arsenicals. 
Atrophy  of  both  shoulder  girdles  was  pres- 
ent. The  neurologic  evidences  pointed  to 
a combination  of  anterior  horn-cell  and 
pyramidal-tract  involvement,  the  etiology 
of  which  could  not  be  determined.  Com- 
plicating the  spinal  cord  condition  was 
the  presence  of  syphilis  and  a leukemic 
condition. 

Personal  experiences  in  vascular  sur- 
gery. A statistical  synopsis.  Rudolph 
Matas.  Ann.  Surg.,  Philadelphia,  112: 
802-839,  Nov.  1940. 

This  is  a summary  of  the  author’s  per- 
sonal experience  in  the  surgery  of  blood 
vessels,  with  special  reference  to 
aneurysm,  from  1877  to  the  present. 
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The  author  states  that  it  is  a well- 
established  fact  that  aneurysms  of  the 
aorta  were  a relatively  negligible  factor 
in  the  mortality  of  the  southern  States 
before  the  Civil  War,  and  there  was  an 
even  smaller  incidence  in  the  Negro  slave 
population. 

At  the  Charity  Hospital,  New  Orleans, 
during  the  period  1825-31,  only  two 
aneurysms  were  recorded  among  15,707 
total  admissions,  or  one  aneurysm  to 
7,853  admissions.  In  the  decade  1865-75, 
there  were  65,935  total  admissions,  <>f 
which  63  had  aneurysms  (1  aneurysm  to 
1,046  admissions).  In  the  decade  1884- 
1893,  there  were  199  aneurysms — 143 
among  white  patients  (71.86  percent  of 
the  aneurysms),  and  56  among  Negro  pa- 
tients (28.14  percent  of  the  aneurysms). 
This  was  a ratio  of  1 aneurysm  to  312.5 
admissions  of  white  patients  and  1 
aneurysm  to  344.8  admissions  of  Negro 
patients.  During  the  27-year  period, 
1904-1931,  a total  of  1,027  patients  with 
aneurysms  were  admitted,  or  1 : 335 
surgical  admissions,  1 : 1,166  total  white 
admissions,  and  1 : 329.9  total  Negro 
admissions. 

In  the  5 years,  1935-39,  there  were 
412  aneurysms  among  the  patients  ad- 
mitted, or  1 aneurysm  to  742  total  ad- 
missions. In  this  group  the  ratio  was  1 
white  to  3.5  Negro  patients.  Of  these 
412  aneurysms,  90  percent  were  patho- 
genic (chiefly  aortic)  ; of  these,  73.3 
percent  were  Wassermann-positive. 

The  i-esults  of  this  inquiry  show  that : 
(1)  Aneurysm  as  a disease  and  not 
trauma,  has  increased  13  times  over  its 
incidence  100  years  ago;  (2)  this  in- 
creased prevalence  is  particularly  appar- 
ent in  the  Negro  population  (3%  times 
more  prevalent  in  Negroes  than  in  white 
persons)  ; (3)  this  increased  prevalence 
is  due  to  the  vast  preponderance  of  the 
pathogenic  aneurysms  of  arterial  dis- 
ease (90  percent),  while  the  traumatic 
aneurysms  have  gained  very  little  in 
prevalence  in  the  last  40  years  (10 
pathogenic  to  1 traumatic)  ; (4)  fully  75 
percent  of  the  pathogenic  aneurysms 
were  aortic  or  central;  (5)  73.3  percent 
of  these  occurred  in  Wassermann-posi- 
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tive  subjects;  (6)  apart  from  the  in- 
creased- incidence  of  aortic  aneurysms 
due  to  roentgenographic  studies  and 
greater  facilities  for  diagnosis,  there  has 
been  an  actual  increase  in  the  prevalence 
of  the  disease,  confirmed  by  post  mortem 
evidence. 


TREATMENT 


Gonococcal  arthritis  in  women.  A study 
of  30  cases.  Joseph  B.  Salberg  and 
Walter  M.  Brunet.  M.  Bee.,  New  York, 
152:  294-296,  Oct.  16,  1940. 

A study  of  gonococcal  arthritis  in  the 
female  is  presented.  The  theoretical  opin- 
ions regarding  the  dissemination  of  the 
infection  are  discussed.  The  numerous 
treatment  procedures  are  listed  and  a plea 
is  made  for  conservative  methods  of  treat- 
ment. The  histories  of  30  patients  are  re- 
viewed, and  details  regarding  age,  race, 
occupation,  and  joints  attacked  are  re- 
corded. The  patients  were  treated  by 
conservative  but  old  methods  before  the 
general  use  of  the  sulfonamides  in  gono- 
coccal infections  came  into  vogue. 

The  30  patients  discussed  were  treated 
during  the  years  1931-38.  This  number 
represents  an  incidence  of  1 in  200  diag- 
nosed gonococcal  infections  in  the  female. 
Twenty-six  of  the  30  were  white,  4 were 
Negroes.  The  marital  status  of  the  pa- 
tients was  as  follows:  16  married,  6 sin- 
gle, 5 divorced,  2 separated,  1 widowed. 
The  occupations  represented  were  as  fol- 
lows: Housewife,  13;  maid,  3;  stenogra- 
pher, 3 ; clerk,  2 ; waitress,  2 ; saleswoman, 
2;  unemployed,  5.  The  average  age  of 
the  patients  was  29  years ; the  oldest  was 
50 ; the  youngest  was  17  years  of  age. 
The  tissues  involved  were : Cervix,  24 
cases;  urethra,  18  cases;  rectum,  12 
cases ; Bartholin  gland,  2 cases.  Several 
patients  had  more  than  one  organ  in- 
fected. Extension  to  the  fallopian  tubes 
occurred  in  9 cases. 

The  joints  attacked  were:  Wrist,  7 
cases;  knee,  4 cases;  hip,  1 case;  foot,  2 
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cases;  hand,  3 cases;  shoulder,  knee,  and 
wrist,  1 case ; shoulder  and  wrist,  2 cases ; 
shoulder  and  foot,  1 case ; shoulder  and 
hand,  1 case ; shoulder,  wrist,  and  ankle, 
1 case ; knee  and  ankle,  2 cases ; knee  and 
wrist,  2 cases;  knee,  finger,  and  toe,  1 
case;  foot  and  wrist,  2 cases.  The  wrist 
alone  or  with  other  joints  was  involved  in 
15  cases. 

In  11  of  the  30  cases  the  contacts  were 
investigated  and  in  2 cases  only  was  an 
arthritis  discovered.  This  number  of  pa- 
tients, while  small,  may  argue  against  the 
contention  that  gonococcal  arthritis  in 
sexual  partners  is  caused  by  a particular 
strain  of  the  diplococcus  of  Neisser. 

The  average  length  of  time  these  pa- 
tients were  under  treatment  after  the  de- 
velopment of  the  arthritis  was  4 weeks. 
The  maximum  time  patients  were  ob- 
served was  13  weeks  and  the  minimum  2 
weeks.  Four  patients  lapsed  from  treat- 
ment within  the  first  2 weeks ; they  were 
making  excellent  progress  when  they  dis- 
missed themselves.  Two  patients  were 
hospitalized.  One  of  these  received  hyper- 
pyrexial  treatments,  and  one  patient  who 
refused  medical  care  had  an  ankylosis  of 
the  wrist  joint.  Twenty  patients  were 
carried  through  their  treatment  period 
and  tests  of  cure  and  were  discharged. 
Two  patients  were  readmitted,  one  in  4 
months  and  the  other  in  12  months,  with 
a reinfection  and  a return  of  the  joint 
symptoms. 

In  these  cases  the  therapeutic  goal  was 
obviously  restoration  of  function  of  the 
affected  joint.  To  accomplish  this,  two 
phases  of  therapeutic  procedures  were 
carried  out : ( 1 ) The  treatment  of  the 
primary  focus,  and  (2)  the  treatment  of 
the  joint  complication.  Conservative 
methods  were  used  such  as  rest  in  bed 
when  practical,  the  use  of  hot  sitz  baths, 
the  local  application  of  mild  antiseptic 
solutions  and  suppositories,  and  sandal- 
wood oil  capsules  by  mouth.  Rectal 
gonorrhea,  which  occurred  in  50  percent 
of  the  cases,  was  not  overlooked.  Local 
treatment  was  valuable. 

The  authors  state  that  casts  for  im- 
mobilization are  rarely  indicated.  They 
relieve  pain  but  often  the  end  result  is  a 
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fixed  joint.  Injections  of  foreign  proteins 
stimulate  antibody  formation  and  accel- 
erate recovery.  Relief  of  pain  can  be  ob- 
tained by  complete  bed  rest  and  the  use  of 
salicylates  and  barbiturates.  Intravenous 
injections  of  salihexin  are  valuable  in 
the  relief  of  pain.  Heat  is  comforting, 
and  as  soon  as  the  swelling  subsides  mild 
active  and  passive  exercise  will  prevent 
loss  of  function.  Mixed  gonococcal  vaccine 
has  been  found  useful  in  stimulating  the 
defensive  forces  of  the  body,  but  vac- 
cines are  not  specific  and  if  too  large  doses 
are  given  all  immunity  will  be  destroyed. 

Silver  acetate  for  prophylaxis  against 

ophthalmia  neonatorum.  Arch.  Ophth., 

Chicago,  24:  826,  Oct.  1940. 

In  this  letter  to  the  editor  a question 
is  raised  about  the  advisability  of  sub- 
stituting silver  acetate  for  silver  nitrate 
in  the  Credd  method  for  the  prevention  of 
ophthalmia  neonatorum.  The  writer  of 
the  letter  states  that  silver  acetate  could 
be  supplied  in  ampules  by  the  State,  but 
the  cost  would  be  greater  than  that  of 
silver  nitrate.  He  asks  whether  the  ad- 
vantages of  the  use  of  silver  acetate 
would  be  sufficient  to  justify  the  difficul- 
ties involved  in  changing  the  present  pro- 
cedures. 

In  answer  it  is  stated  that  with  the 
Crude  method  it  has  been  customary  to 
use  a 2-percent  solution  of  silver  nitrate 
immediately  after  birth.  Silver  nitrate, 
when  it  breaks  down,  forms  a double  sil- 
ver salt  and  nitric  acid.  Silver  acetate 
breaks  down  into  a double  silver  salt  and 
acetic  acid.  Acetic  acid  is  said  to  be  less 
irritating  to  the  eye  than  nitric  acid, 
while  the  gonococ-cidal  powers  of  the  two 
agents  are  equivalent  in  equal  strength. 
Another  objection  to  the  use  of  silver  ni- 
trate is  that  a solution  stronger  than  2 
percent  is  likely  to  be  irritating,  and  the 
use  of  strong  solutions  has  resulted  in 
severe  damage  to  the  eyes.  In  contrast 
to  this,  silver  acetate  solution  becomes 
saturated  at  1.21  percent,  and  the  satu- 
rated solution  is  not  irritating  to  the  con- 
junctiva. The  use  of  a solution  of  silver 
acetate  would  provide  protection  against 
ophthalmia  neonatorum  equal  to  that  of 


a solution  of  silver  nitrate  and  would 
avoid  chemical  conjunctivitis  and  the 
possibility  of  employing  solutions  too 
strong  to  be  tolerated. 

Silver  acetate  has  been  used  as  a sub- 
stitute for  silver  nitrate  in  some  hospi- 
tals for  several  years,  but  the  limited 
number  of  demonstrative  cases  from 
which  conclusions  can  be  drawn  is  due  to 
the  excessive  zeal  of  legislative  action. 
The  fact  that  Pennsylvania  requires  by 
authority  of  the  health  department 
(which  is  equivalent  to  law)  the  use  of 
silver  nitrate  or  other  approved  agents 
of  like  character  in  the  eyes  of  all  new- 
born children  makes  the  experimental 
use  of  silver  acetate  possible  only  with 
the  permission  of  the  State  health  de- 
partment. This  means  a change  of  estab- 
lished routine  in  many  hospitals,  and 
the  effort  is  simply  not  put  forth  to  make 
these  desirable  experiments. 

Temporary  myopia  due  to  sulfanilamide. 

J.  H.  Bristow.  Arch.  Ophth.,  Chicago, 

24:  799-S00,  Oct.  1940. 

'Phe  author  reports  the  case  of  a 
woman,  21  years  of  age,  treated  with  sulf- 
anilamide and  azosulfamide  (neopronto- 
sil  : disodium  4-sulfamidophenyl-2'-azo-7'- 
acetylamino-1  '-hydroxynaphthalene-3',  6'- 
disulfonate)  for  cystitis.  Treatment  was 
begun  on  February  1,  1940,  15  grains 
(0.97  gm.)  of  sulfanilamide  being  given 
every  6 hours.  On  February  3 the  symp- 
toms of  cystitis  had  subsided.  At  this 
time  she  complained  of  malaise.  She 
continued  the  sulfanilamide  for  2 days. 
On  February  5 the  drug  was  discontin- 
ued. On  February  8 the  patient  com- 
plained of  numbness,  tingling  of  the  feet, 
and  insomnia.  The  white  blood  count  at 
this  time  was  2,550,  and  the  Schilling 
count  was  normal.  On  March  2 there 
was  a recurrence  of  the  cystitis,  and  the 
urine  contained  15  to  20  pus  cells  per 
high  power  field.  The  white  cell  count 
at  this  time  was  7,350.  Owing  to  the 
patient’s  apparent  idiosyncrasy  to  sulfa- 
nilamide following  her  first  attack  of 
cystitis,  she  was  given  azosulfamide,  10 
grains  (0.65  gm.)  every  6 hours.  She 
took  six  tablets  on  March  2.  The  fol- 
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lowing  morning  symptoms  of  nausea  and 
dizziness  developed,  with  extreme  lassi- 
tude and  marked  blurring  of  distant 
vision. 

Ophthalmoscopic  examination  revealed 
a clear  cornea,  an  anterior  chamber  of 
normal  depth,  no  iritis,  and  a clear  vitre- 
ous. Examination  of  the  fundi  revealed 
no  evidence  of  pathologic  involvement  of 
the  retinas,  retinal  vessels,  or  optic  nerve 
heads.  Subjective  refraction  revealed 
visual  acuity  of  20/300  in  each  eye  with- 
out ' correction.  The  use  of  a — 2.00 
sphere  combined  with  a — 50  cylinder  at 
axis  90  in  the  right  eye  gave  vision  of 
20/15,  and  a —3.00  sphere  combined  with 
a —25  cylinder  at  axis  145  over  the  left 
eye  gave  visual  acuity  of  20/15.  Muscle 
balance  was  normal. 

With  cycloplegia,  the  refraction  was 
found  to  be  exactly  the  same  objectively 
and  subjectively  as  it  was  with  the  mani- 
fest method.  The  patient  was  again  seen 
on  March  4,  at  which  time  her  white  cell 
count  was  6,400.  On  March  5 the  count 
had  dropped  to  3,250.  On  March  8 the 
urine  was  normal,  and  the  patient  had 
no  cystitis.  On  March  21  the  white  cell 
count  was  4 050,  and  the  patient  had  no 
untoward  symptoms.  Her  visual  acuity 
was  20/15  in  each  eye  without  correction. 
Ophthalmoscopic  examination  revealed  no 
evidence  of  a pathologic  process  in  the 
eyes.  The  patient  has  been  seen  several 
times  since  and  has  no  apparent  difficulty 
as  the  result  of  her  transient  myopia. 

Ocular  manifestations  of  toxicity  of 
sulfanilamide  have  been  reported  in  the 
literature  on  several  occasions,  although 
the  pathologic  process  has  usually  been 
confined  to  inflammatory  reactions  of  the 
lids  and  conjunctiva  and,  in  a case  re- 
ported by  Bucy,  of  the  optic  nerve.  Spell- 
berg  reported  a case  which  in  some 
respects  paralleled  the  one  reported  here, 
although  the  pathologic  process  produced 
was  different. 

In  the  case  reported  here,  the  patho- 
logic process  present  was  apparently  an 
?dema  of  the  lens,  particularly  in  its 
interoposterior  diameter,  producing  a 
shortening  of  the  focal  length  of  the  lens 
(in  other  words,  a myopic  eye).  A 


change  in  the  refractive  index  of  the 
aqueous,  lens  substance,  or  vitreous  due  to 
the  presence  of  the  drug  in  these  media 
need  not  be  considered  as  a cause  of  the 
myopia,  since  an  equal  concentration 
must  have  been  present  at  the  time  of  the 
first  course  of  treatment  when  there  was 
no  evidence  of  myopia.  The  possibility  of 
a spasm  of  the  ciliary  muscle  producing  an 
artificial  myopia  is  precluded  by  the  fact 
that  the  results  of  objective  and  subjective 
refraction  were  practically  the  same 
before  and  after  cycloplegia  was  induced. 
A perfect  view  of  the  fundus  was  ob- 
tained throughout  the  entire  period  of 
disability  and  showed  no  evidence  of 
pathologic  involvement  of  the  nerve  head, 
retina,  or  retinal  vessels.  The  sudden 
onset  of  the  myopia,  dire,  presumably,  to 
the  rapid  swelling  of  the  lens,  paralleled 
the  occurrence  of  the  angioneurotic  edema 
found  in  other  allergic  states. 

Value  of  tryparsamide  in  the  treatment 
of  atrophy  of  the  optic  nerve  due  to 
syphilis.  H.  Sutherland  - Campbell. 
Arch.  Ophth.,  Chicago,  24:  670-680, 
Oct.  1940. 

The  author  reviews  the  literature  on 
this  subject.  He  believes  that  trypars- 
amide should  not  be  used  in  the  treatment 
of  primary  atrophy  of  the  optic  nerve. 
He  found  in  the  literature  only  seven 
reports  (witli  a relatively  small  total 
number  of  cases)  which  described  the 
treatment  of  this  condition  with  trypars- 
amide without  resultant  damage  to  the 
optic  system.  In  the  discussion  of  one 
of  these  seven  reports  a case  was  included 
in  which  the  patient  seemed  to  have  been 
adversely  affected  by  the  drug.  Only 
three  reports  indicated  improved  vision 
in  a few  cases.  In  practically  all  other 
reports  covering  the  majority  of  cases, 
the  harmful  effect  of  the  administration 
of  the  drug  was  maintained.  Thus,  the 
considered  opinion  of  the  majority  of 
investigators  seems  to  be  that  the  use 
of  tryparsamide  in  the  relatively  few 
cases  of  tabes  (or  of  paresis  of  the  tabet- 
ic type)  in  which  primary  atrophy  of  the 
optic  nerve  occurs  is  not  justified  in  view 
of  its  dangerous  potentialities. 
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The  author  reports  the  case  of  a white 
man,  aged  27,  who  had  atrophy  of  the 
optic  nerve  due  to  tabes  dorsalis,  and  in 
whom  a syphilitic  amblyopic  process 
became  acute  in  spite  of  antisyphilitic 
treatment.  The  rate  of  increasing  blind- 
ness seemed  to  be  definitely  stimulated 
by  the  institution  of  treatment  which 
consisted  of  intramuscular  injections  of 
sodium  bismuth  iodide  and  sodium  iodide 
in  ethyl  glycol.  The  author  states  that 
the  commencing  form  of  therapy  might  be 
questioned  in  this  case.  However,  the 
proper  method  of  treatment  for  such 
imtients  is  still  undecided. 

It  has  been  stated  by  some  investigators 
that  tryparsamide  should  be  given  in  the 
presence  of  primary  atrophy  of  the  optic 
nerve  because  it  benefits  active  syphilis 
of  the  central  nervous  system.  The 
author  says  that  this  is  debatable.  It 
might  just  as  easily  be  contended  that 
arsphenamine  should  be  utilized  in  a case 
in  which  there  is  marked  saccular  aneu- 
rysm of  the  aorta  or  in  which  there  is 
coronary  involvement,  because  it  is  the 
best  agent  that  can  be  employed  for 
syphilis  outside  the  central  nervous  sys- 
tem. It  must  be  admitted  that  the  Herx- 
lieimer  reaction  might  have  a grave  effect 
on  the  lesions  in  question  in  the  prelim- 
inary phase  of  the  healing  cycle.  It  is 
well  known  that  in  cases  of  tertiary 
syphilis  in  which  the  lesions  are  of  long 
standing  and  are  quiescent  the  eyes  may 
be  adversely  affected  by  the  use  of 
arsphenamine. 

The  author  disputes  the  contention  of 
some  investigators  that  the  drug  should 
be  used  because  statistics  show  that 
blindness  due  to  primary  atrophy  of  the 
optic  nerve  occurs  in  about  35  percent  of 
untreated  or  inadequately  treated  syphi- 
litic persons,  whereas  only  some  2 to  10 
percent  of  persons  become  blind  during 
treatment  with  tryparsamide.  This  con- 
tention suggests  that  tryparsamide  pre- 
vents the  development  of  blindness  suffi- 
ciently marked  to  affect  the  central  visual 
acuity  in  about  25  percent  of  the  cases. 

The  effectiveness  of  the  drug  in  primary 
atrophy  of  the  optic  nerve  is  questioned, 
while  its  danger  is  generally  admitted. 
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Aneurysm  of  the  abdominal  aorta  at  its 
bifurcation  into  the  common  iliac  ar- 
teries. A pictorial  supplement  illus- 
trating the  history  of  Corinne  D.,  pre- 
viously reported  as  the  first  recorded  1 
instance  of  cure  of  an  aneurysm  of 
the  abdominal  aorta  by  ligation.  Ru- 
dolph Matas.  Ann.  Surg.,  Philadel- 
phia, 112:  90&-922,  Nov.  1940. 

A Negro  woman  (a  field  laborer),  aged  S 
28,  was  admitted  to  Charity  Hospital. 
New  Orleans,  October  25,  1922.  She  had 
a malignant  syphilitic  infection  with 
generalized  manifestations  of  8 months’ 
duration  before  admission.  The  gener- 
alized manifestations  included  fever; 
acute  polyarthropathies  and  myalgias 
localized  particularly  in  the  lumbar  por- 
tion of  the  spine,  hip,  knee,  and  other 
joints  of  the  lower  extremities;  general 
adenopathy;  tibial  periostitis;  and  mul- 
tiple suppurating  syphilids  on  legs,  arm, 
and  body.  The  Wassermann  test  was 
strongly  positive.  The  patient  was  a help- 
less and  crippled  invalid  when  admitted. 
Under  vigorous  antisyphilitic  treatment 
she  improved  so  much  that,  by  December 
16,  1922,  she  considered  herself  well  and 
was  discharged  at  her  own  request. 

She  neglected  treatment  and  relapsed. 
She  was  readmitted  to  the  hospital  on 
March  6,  1923.  In  addition  to  the  ar- 
thropathies which  crippled  her  spine, 
right  hip,  and  other  parts  of  her  lower 
extremities,  she  had  an  aortic  aneurysm 
(a  sequela  to  an  acute  aortitis)  which 
involved  both  common  iliac  arteries  and 
the  aortic  bifurcation.  A remittent  fever 
developed  ranging  from  100°  to  104°  F., 
but  it  finally  subsided.  The  aneurysmal 1 
tumor  grew  visibly  and  rapidly,  with  in- 
creasing lumbar  and  radiating  pressure 
pains  in  the  pelvis  and  lower  extremities 
along  the  right  sciatic  and  anterior 
crural  tracts.  By  April  3,  1923,  the 
tumor  filled  the  pelvis,  projected  far 
above  the  iliac  crest,  and  reached  the 
umbilical  level.  Roentgenograms  showed 
marked  erosion  of  the  bodies  of  the  third 
and  fourth  lumbar  vertebrae,  the  pro- 
montory of  the  sacrum,  and  the  iliac 
crests.  The  diagnosis  was  then  estab- 
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lished  of  a leaking  aneurysm  of  the 
abdominal  aorta  at  the  bifurcation,  in- 
volving both  common  iliac  arteries,  with 
progressive  retroperitoneal  extravasation. 

On  April  9,  1923,  the  abdominal  aorta 
was  ligated  immediately  above  the  sac 
with  two  completely  occluding,  one-half 
inch,  cotton  tape  ligatures.  The  aorta 
was  totally  occluded  for  9 days  follow- 
ing the  ligature,  during  which  all  pulsa- 
tion ceased  and  the  peripheral  pulses  in 
the  femoral  and  pedal  arteries  were 
suppressed.  During  this  period  of  occlu- 
sion, the  patient  remained  in  a critical 
condition  from  threatened  cardiac  and 
pulmonary  failure  (passive  congestion, 
patchy  lobular  pneumonia,  pulmonary 
edema),  which  was  relieved  only  by  the 
yielding  of  the  ligatures  sufficiently  to 
allow  a small,  reduced  stream  to  flow 
through  the  ligated  segmeut,  thus  con- 
verting a total  atresia  into  a partial, 
stenotic  occlusion.  The  yielding  or  re- 
laxation of  the  ligatures  was  not  caused 
by  any  slipping  of  the  knots  but  (as  dem- 
onstrated later  at  autopsy)  by  the  soak- 
ing of  the  cotton  fibers  in  the  tissue 
juices,  and  the  permeation  and  erosion  of 
the  fibers  by  giant  foreign  body  cells. 
The  cotton  tape  ligatures  were  well 
tolerated  by  the  tissues  and  caused  no 
damage  to  the  artery. 

The  postoperative  history,  after  the 
9-day  period  of  complete  occlusion, 
was  one  of  early  relief  from  pain  and 
rapid  reduction  in  the  size  and  activity 
of  the  aneurysm ; gradual,  general  im- 
provement in  weight  and  strength  under 
the  influence  of  rest,  improved  nutrition, 
md  specific  medication.  However,  about 
April  20,  1924,  signs  and  symptoms  of 
progressive  tuberculous  infection  began 
o manifest  themselves  in  the  cervical 
jmiph  nodes  and  in  the  lungs.  The 
patient  died  from  tuberculosis  on  Sep- 
ember  10,  1924. 

During  the  1 year,  5 months  and  9 
lays  that  the  patient  survived  the  liga- 
ion  of  the  abdominal  aorta,  the  reduced 
irculation  in  the  sac,  enforced  rest,  and 
he  extremely  low  blood  pressure  that 
haracterized  the  postoperative  period 
11  combined  to  promote  the  deposition 
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of  laminated  clot  and  progressive  con- 
solidation of  the  sac.  On  April  11,  1924, 
about  1 year  after  the  ligation,  the 
aneurysm  had  contracted  fully  60  percent 
of  its  original  size,  and  pulsations  could 
be  felt  only  in  small,  restricted  areas. 
Three  months  before  the  patient’s  death, 
the  aneurysm  had  solidified  and  had  lost 
all  of  its  aneurysmal  characters.  It  had 
become  an  inert  and  symptomless  pelvic 
tumor.  The  patient  died  of  tuberculosis 
with  her  aneurysm  clinically  cured. 

On  the  mechanism  of  action  of  hormone 

therapy  in  gonorrhea  of  childhood. 

L.  v.  Dobszay  and  M.  Varady.  Arch.  f. 

Kinderh.,  Stuttgart,  120:  122-132, 

Aug.  2,  1940. 

The  bacteriologic  and  cytologic  com- 
position of  the  vaginal  secretion  of  25 
infants  and  5 small  children  who  were 
being  treated  with  folliculin  was  studied 
daily.  Folliculin  was  given  in  amounts 
of  25,000  to  30,000  I.  B.  U.  It  was  ob- 
served that  after  about  50,000  units  had 
been  given  the  number  of  pus  cells  grad- 
ually decreased  while  the  number  of 
epithelial  cells  gradually  increased.  The 
bacterial  flora,  at  first  consisting  of  only 
gonococci,  also  changed  to  consist  of  gram- 
negative and  gram-positive  cocci,  gram- 
negative bacilli,  and  bipolar  bacilli. 
Finally  all  bacteria  and  pus  cells  dis- 
appeared and  only  epithelial  cells  could 
be  seen.  Only  rarely  did  Doderlein’s 
bacilli  reappear  spontaneously. 

The  glycogen  content  of  the  epithelial 
cells  was  studied  with  the  Best  method. 
After  about  50,000  U.  of  folliculin  had 
been  administered,  the  formerly  glycogen- 
free  epithelial  cells  were  found  to  contain 
glycogen  in  amounts  which  increased 
with  continued  administration  of  the  hor- 
mone. By  means  of  the  Wohlgemuth 
procedure  no  glycolytic  ferment  could  be 
demonstrated  in  the  vaginal  secretion 
of  untreated  gonorrhea  patients.  Since 
leukocytes  contain  abundant  diastase, 
the  authors  explain  the  absence  of  glyco- 
lytic action  in  gonorrheal  secretion  as 
being  due  to  an  as  yet  unknown  biologic 
inhibitory  factor.  As  the  vagina  returns 
to  normal  under  hormone  therapy,  glyco- 
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lytic  ferment  reappears  resulting  in  the 
splitting  of  glycogen  and  an  acid  reaction 
of  the  vaginal  secretion. 

It  was  observed  that  if  response  to  hor- 
mone therapy  did  not  occur  after  150,0110 
I.  B.  U.  had  been  administered,  further 
hormone  therapy  did  not  improve  the  re- 
sults obtained  in  these  cases.  Inoculation 
of  Doderlein’s  bacilli  into  the  vagina 
was  used  as  a test  of  cure ; if  these  bacilli 
persisted  in  the  vagina,  it  was  considered 
as  a sign  of  cure. 

Both  in  acute  and  chronic  cases,  the 
initial  dose  of  folliculin  was  25,000  I.  U. 
injected  intramuscularly.  This  dose  was 
repeated  several  times  at  intervals  of  4 
to  6 days.  After  about  75,000  to  100,000 
(oecasionaly  150,000)  U.  had  been  given, 
and  only  epithelial  cells  could  be  demon- 
strated in  the  vaginal  secretions,  Doder- 
loin’s  flora  (obtained  from  the  vagina  of 
6-  to  8-day  old,  healthy  infants),  was  in- 
oculated into  the  vagina.  As  soon  as  this 
flora  had  been  found  to  he  established 
in  the  vagina  (6  to  8 days)  two  “stabiliz- 
ing” injections  of  25,000  U.  each  of  follic- 
ulin, given  a week  apart,  were  injected. 
After  a rest  period  of  3 to  4 weeks  the 
same  procedure  was  repeated.  All  of  the 
patients  were  cured  with  2 courses  of  this 
kind. 

Since  hormone  therapy  has  no  effect  on 
the  frequently  occurring  concomitant  in- 
fection of  the  urethra  and  rectum,  it  is 
advised  to  supplement  it  with  sulfon- 
amide therapy. 

On  oral  bismuth  therapy  in  syphilis.  Its 

debatable  value.  P.  L.  Balina.  Rev. 

argent,  de  dermatosif.,  Buenos  Aires, 

24:  301-313,  Pt.  3,  1940. 

Three  patients  with  secondary  syphilis 
were  given  treatment  consisting  entirely 
of  the  oral  administration  of  a German 
bismuth  preparation  “bismutrat”  over  a 
period  of  26,  31,  and  35  days  respectively. 
It  was  impossible,  by  means  of  this  treat- 
ment, either  to  cure  the  manifest  lesions 
or  to  prevent  the  development  of  new 
lesions.  The  dark-field  examination  re- 
mained positive.  As  soon  as  these  pa- 
tients received  neoarsphenamine,  the 
lesions  healed. 
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In  2 other  patients  with  secondary 
syphilis  the  oral  administration  of  “sobis- 
minol”  was  equally  ineffective  therapeu- 
tically. These  patients  received  the  drug 
over  a period  of  3 weeks. 

The  exact  dosage  of  bismutrat  is  not 
given.  The  only  statement  made  is  that 
2 tablets  a day  were  given  for  the  first 
few  days  and  3 tablets  a day  thereafter. 
Of  sohisminol,  6 capsules  a day  were  | 
given,  except  for  the  first  few  days  when 
the  dosage  was  4 capsules  a day.  Each 
capsule  contained  0.75  gm.  of  the  drug 
(0.15  gm.  of  bismuth). 

Clinical  experience  with  sulfamethyl- 

thiazole.  [2(para-amino-benzene-sulf- 

amido)-4-methylthiazole.]  Alex  E. 

Brown  and  Wallace  E.  Herrell.  Am. 

J.  M.  Sc.,  Philadelphia,  200:  618,  Nov. 

1940. 

Sulfamethylthiazole  was  used  orally  in 
106  cases  for  various  types  of  infections,  I 
and  the  drug  seemed  to  produce  satisfac-  ] 
lory  results  in  a significant  number.  This 
was  particularly  true  of  infections  pro- 
duced by  Staphylococcus  aureus  and 
Diplococcus  pneumoniae,  Type  I. 

Lower  motor  neurone  involvement  as 
a complication  led  the  authors  to  believe 
it  unwise  to  use  sulfamethylthiazole  for 
mild  infections  caused  by  Staphylococcus 
aureus.  However,  this  drug  or  a related 
preparation  may  still  find  a field  of  use- 
fulness for  the  treatment  of  a fulminating 
infection  such  as  septicemia  which  car- 
ries an  extremely  high  mortality  rate  that  | 
far  outweighs  the  danger  of  toxic  mani- 
festations from  drug  therapy. 

When  used  orally,  sulfamethylthiazole 
produced  concentrations  of  the  free  drug 
in  the  blood  similar  to  hut  somewhat 
lower  than  those  resulting  from  the  usej 
of  sulfapyridine,  and  a minimal  amount 
of  conjugation  occurred. 

With  the  exception  of  the  highly  im- 
portant and  significant  complication  of 
lower  motor  neurone  involvement  in  3 
cases  and  of  cutaneous  eruption  in  9,  there 
seemed  to  be  fewer  toxic  effects  than  were 
encountered  with  the  use  of  sulfapyridine 
and  sulfanilamide.  Significant  nausea 
and  emesis  appeared  infrequently.  No 
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serious  disturbances  resulted  in  the  num- 
ber of  erythrocytes  or  leukocytes.  No 
decline  in  the  carbon  dioxide  combining 
power  of  the  blood  was  noted.  No  renal 
complications  occurred  except  in  one  case 
in  which  acetylsulfamethyltliiazole  crys- 
tals formed  in  the  renal  pelves. 

Since  this  study  was  completed  and  re- 
corded, sulfamethylthiazole  has  been 
withdrawn  from  clinical  experimental  use 
because  of  the  occurrence  of  the  complica- 
tion of  lower  motor  neurone  involvement. 

Use  of  sulphur-containing  compounds, 
particularly  pentothal  sodium,  in  con- 
junction with  sulphapyridine.  E.  J. 

Radley  Smith.  Brit.  M.  J.,  London, 
2:  488-189,  Oct.  12,  1940. 

It  has  been  said  that  sulfapyridine 
should  not  be  given  to  a patient  if  he  has 
recently  received  pentothal  sodium  for  the 
induction  of  anesthesia,  and,  conversely, 
that  a patient  under  treatment  with 
sulfapyridine  must  not  be  given  pentothal 
sodium.  This  prohibition  may  be  very 
inconvenient,  and  the  author  believes  that 
it  is  unnecessary. 

He  reports  the  cases  of  30  patients  who 
were  given  both  drugs  without  serious 
complications. 

In  April  1940,  a soldier  was  given  1.75 
gm.  of  pentothal  (containing  3 grains  of 
sulfur)  to  induce  and  maintain  auesthe- 
( 1 sia.  The  operation  was  for  perforated 
peptic  ulcer,  and  the  peritoneal  cavity  was 
! found  to  be  full  of  pus.  He  was  given  1 
gm.  of  sulfapyridine  intravenously  while 
still  on  the  operating  table.  This  patient 
made  an  amazing  recovery  in  every  way. 
There  were  no  complications  which  could 
' be  attributed  to  the  administration  of 
sulfapyridine  and  pentothal  together. 

Shortly  after,  casualties  from  France 
i and  Belgium  began  to  arrive  in  large  num- 
bers at  the  hospital  in  which  the  author 
. worked.  In  one  convoy  there  were  many 
, cases  of  gas  gangrene  and  other  infec- 
tions. Sulfapyridine  was  given  to  very 
large  numbers  of  men,  and  pentothal  was 
given  to  many  of  these  same  men  to  in- 
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duce  and  maintain  anesthesia. 

, At  the  time  of  the  evacuation  from 
Dunkirk  the  hospital  received  several 
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hundred  injured  patients  within  a few 
days,  so  that  many  large  dressings,  re- 
movals of  tubes,  etc.,  had  to  be  done  in 
a short  time.  Not  enough  portable  gas 
apparatus  was  available,  and  the  diffi- 
culty was  met  by  administering  pentothal 
whether  the  patients  had  been  given 
sulfapyridine  or  not.  There  were  no 
complications  from  treatment  except  the 
usual  nausea  and  vomiting.  There  was 
no  cyanosis. 

Magnesium  sulfate  and  saline  purga- 
tives in  general  have  been  forbidden  to 
patients  receiving  sulfapyridine  or  pron- 
tosil,  as  such  a combination  has  been 
thought  to  cause  cyanosis.  The  author 
believes  this  prohibition  is  unfortunate, 
because  there  are  certain  types  of  cases 
in  which  both  drugs  are  required.  He 
refers  particularly  to  the  frequent  cases 
of  head  injury  in  which  there  is  both  an 
actual  or  a potential  infection  of  the  brain 
or  scalp  and  the  existence  of  a state  of 
high  intracranial  pressure  due  to  edema 
and  congestion  of  the  brain.  Such  pa- 
tients may  require  sulfapyridine  to  com- 
bat infection  and  magnesium  sulfate  by 
various  routes  for  cerebral  dehydration. 
The  author  states  that  he  has  personally 
dehydrated  such  patients  by  the  oral  and 
rectal  administration  of  magnesium  sul- 
fate during  sulfapyridine  medication 
without  any  untoward  effects. 

Thus  the  author  believes  that  patients 
given  sulfapyridine  can  safely  be  given 
pentothal  or  magnesium  sulfate.  He 
questions  whether  sulfur-producing  foods, 
such  as  eggs,  need  be  withheld  from  trie 
very  numerous  patients  given  sulfapyri- 
dine. 

Mapharsen  in  the  treatment  of  forty 
patients  following  arsphenamine  der- 
matitis. Arthur.  G.  Sclioch,  Lee  .T. 
Alexander  and  W.  E.  Long.  Arch. 
Dermat.  & Sypli.,  Chicago,  42:  919'-932, 
Nov.  1940. 

Summarizing  reports  of  17  cases  from 
the  literature,  the  authors  found  that 
after  recovery  from  severe  exfoliative 
dermatitis  following  arsphenamine  flier 
apy,  1 patient  tolerated  mapharsen  and  10 
did  not ; after  recovery  from  mild 
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arsphenamine  dermatitis  5 patients  tol- 
erated mapharsen  and  1 did  not. 

The  authors  are  reporting  their  study 
of  40  patients  who,  after  recovery  from 
arsphenamine  dermatitis,  were  treated 
with  small,  gradually  increasing  doses  of 
mapharsen.  Their  conclusions  from  this 
study  were:  (1)  Mapharsen  can  usually 
be  successfully  administered  to  patients 
after  recovery  from  arsphenamine  derma- 
titis produced  by  neoarsphenamine,  pro- 
vided the  dermatitis  is  of  lesser  severity 
than  severe  exudative  exfoliative  derma- 
titis necessitating  hospitalization.  The 
initial  dose  recommended  is  1 mg.  and 
should  not  exceed  5 mg.  (2)  Mapharsen 
cannot  be  administered  successfully  even 
in  minute  doses  to  patients  who  have  re- 
covered from  severe  exudative  exfoliative 
dermatitis  due  to  neoarsphenamine.  In 
intravenous  testing  with  mapharsen,  if 
attempted,  the  initial  dose  should  not  ex- 
ceed 0.1  mg.  (3)  Patch  tests  with  ma- 
pharsen (3.3  percent  solution)  area  more 
reliable  guide  to  further  therapy  with 
mapharsen  than  are  patch  tests  with 
neoarsphenamine. 

Effects  of  neoarsphenamine  and  maph- 
arsen on  formed  elements  of  blood. 
Granulocytopenia  following  neoars- 
phenamine therapy  in  a patient  who 
subsequently  received  mapharsen 
without  untoward  reaction.  Norman 
N.  Epstein  and  Ernest  H.  Falconer. 
Arch.  Dermat.  & Syph.,  Chicago,  42: 
909-918,  Nov.  1940. 

A brief  review  of  the  authors’  expe- 
riences, reported  elsewhere,  with  throm- 
bopenic  purpura  following  arsphenamine 
therapy  is  presented.  This  review  in- 
dicates that  mapharsen  usually  will  not 
cause  a reproduction  of  this  reaction  in 
patients  having  this  type  of  blood  dyscra- 
sia.  A study  of  30  patients  who  tolerated 
antisyphilitic  treatment  without  unto- 
ward reaction  indicated  that  neoarsphen- 
amine caused  a diminution  in  the  leuko- 
cytes and  platelets  of  the  peripheral 
blood,  but  that  mapharsen  is  much  less 
likely  to  produce  these  changes. 

An  interesting  case  of  granulocytopenia 
following  neoarsphenamine  is  described 
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in  detail,  with  a description  of  the  blood 
and  bone  marrow  changes.  The  patient 
tolerated  mapharsen  without  untoward 
reaction.  The  mechanism  of  granulocy- 
topenia following  arsphenamine  therapy 
is  shown  to  be  quite  different  from  the 
development  of  thrombopenic  purpura. 
With  the  latter  there  is  no  injury  to  the 
bone  marrow,  whereas  the  granulocy- 
topenic reaction  is  due  to  a toxic  action 
of  the  drug  on  the  granulocytic  elements 
of  the  bone  marrow.  The  granulocyto- 
penia is  similar  in  some  respects  to  that 
of  the  aplastic  anemia  which  follows  ad- 
ministration of  arsphenamine ; both  rep- 
resent an  injury  to  the  bone  marrow. 

These  cases  indicate  that  mapharsen  is 
less  likely  to  produce  granulocytopenia 
or  thrombopenic  purpura  than  are  the 
arsphenamines  and  that  a cautious  trial 
of  this  drug  is  justified  for  patients  in 
whom  either  of  these  reactions  has  de-  ■ 
veloped  after  arsphenamine  therapy,  if 
the  need  of  arsenic  is  apparent. 

Mobilization  of  bismuth  produced  by 
ammonium  chloride.  Edward  F.  Cor- 
son, Henry  B.  Decker  and  Thomas  L. 
Williams.  Arch.  Dermat.  & Syph., 
Chicago,  42 : 868-873,  Nov.  1940. 

To  maintain  adequate  therapy  effec-  I 
tively  regular  administration  of  addi- 
tional quantities  of  bismuth  is  necessary. 
This  leads  to  retention  of  the  drug  in 
the  tissues,  and  when  the  preparation  is 
employed  over  a long  period  relatively 
large  quantities  of  retained  bismuth  are 
stored  in  the  body.  A median  retention 
has  been  reported  of  7.4  percent  of  the 
bismuth  administered.  It  seemed  desira- 
ble to  the  authors  to  ascertain  whether  i 
the  retained  bismuth  could  be  utilized 
further  and  reactivated  at  least  in  part. 
The  gradual  release  of  the  stored  bismuth 
might  be  of  value  in  extending  the 
treatment  of  syphilis  without  further 
introduction  of  bismuth. 

The  8 patients  chosen  for  the  study 
had  received  not  less  thnn  40  injections  i 
of  bismuth  salicylate  averaging  100  mg. 
each.  The  last  injection  had  been  re-  ] 
ceived  from  4 months  to  4 years  pre- 
viously. Roentgenograms  of  the  buttocks 
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showed  heavy  deposits  of  the  metal.  The 
patients  were  given  daily  doses  (30  to  40 
grains)  of  ammonium  chloride  in  com- 
pound elixir  of  pepsin  N.  F.  When  bis- 
muth failed  to  be  eliminated,  the  dose  of 
ammonium-  chloride  was  doubled,  bring- 
ing about  prompt  effect  in  a majority  of 
i cases.  Urinary  tests  for  bismuth  which 
formerly  gave  negative  results  gave  posi- 
tive reactions  as  a result  of  this  medica- 
tion. The  results  in  each  case  are  shown 

i 

graphically  in  a table. 

In  the  discussion  Corson  says  it  is  the 
intention  to  follow  up  this  study  by 
roentgenologic  examination  of  the  but- 
tocks to  determine  whether  there  is  any 
appreciable  diminution  in  the  size  of 
; the  bismuth  deposits. 

The  treatment  of  general  paresis  with 
malaria  induced  by  injecting  a stand- 
ard small  number  of  parasites.  Paul 
Hoch,  Ernest  Kusch  and  L.  T.  Cog- 
geshall.  Am.  J.  Psychiat.,  New  York, 
97  : 297-307,  Sept.  1940. 

The  following  study  of  malaria  treat- 
ment was  carried  out  on  32  patients  with 
general  paresis. 

The  McCoy  strain  of  P.  vivax  was  em- 
ployed with  all  patients.  The  parasites 
for  injection  were  obtained  from  a per- 
json  with  active  malaria.  The  infected 
blood  was  so  diluted  that  each  cc.  con- 
tained a known  number  of  parasites.  A 
thin  blood  smear  was  made  from  the 
source  patient  and  this  was  stained  with 
Griemsa’s  stain  in  order  to  determine  the 
presence  and  stage  of  development  of 
the  malaria  parasite.  When  the  para- 
sites were  present  in  the  erythrocytes  as 
young  ring  forms,  a simultaneous  para- 
site and  erythrocyte  count  was  made 
from  the  patient’s  blood.  Particular 
effort  was  made  to  have  young  forms  of 
the  parasites  in  order  to  obviate  an  early 
increase  in  the  number  of  parasites  con- 
tained in  the  inoculating  medium  due 
to  the  rupture  of  sporulating  forms. 

■ From  these  counts  the  number  of  eircu- 
ating  parasites  per  cc.  of  infected  blood 
' ivas  calculated.  One  cc.  of  infected 
plood  was  then  withdrawn  and  mixed 

vith  heparin  granules  to  prevent  coagu- 
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lation.  Immediately  after  collection  this 
sample  was  diluted  in  a previously  ob- 
tained sample  of  citrated  normal  blood 
so  that  1 cc.  of  the  mixture  contained 
1 million  parasites.  The  dilutions  were 
then  made  to  contain  1,000,  500,  250,  or 
100  parasites  per  cc.  according  to  the 
number  desired.  All  inoculations  were 
given  intravenously  and  as  soon  as  pos- 
sible after  the  counts  and  dilutions  had 
been  made. 

The  results  showed  that  an  extremely 
small  number  of  P.  vivax  trophozoites 
(between  100  and  250)  is  sufficient  to 
induce  malaria  infections.  This  number 
is  infinitely  smaller  than  the  inoculum 
in  the  direct  transfer  of  1 to  5 cc.  of 
infected  blood,  which  is  the  usual 
method.  There  was  also  found  to  be  a 
correlation  between  the  incubation  period 
and  the  number  of  parasites  used  to 
infect  the  patient  but  after  clinical  mani- 
festations were  once  apparent,  there 
seemed  to  be  little  or  no  difference  in 
the  course  of  the  ensuing  disease.  This 
study  seemed  to  indicate  that  the  use 
of  a constant  small  number  of  parasites 
for  the  induction  of  malaria  in  paretics 
would  result  in  a more  constant  and 
predictable  onset  of  infection.  The  num- 
ber selected  for  a standard  dosage  would 
vary  according  to  the  virulence  of  the 
strain  of  parasites  used  and  would  have 
to  be  determined  by  an  initial  titration. 

In  the  present  study  25  patients  were 
inoculated  with  counted  small  numbers 
of  parasites.  The  therapeutic  effect 
upon  the  paresis  of  8 (33  percent)  was 
a remission;  10  (38  percent)  improved; 
6 (25  percent)  showed  no  improvement; 
and  1 (4  percent)  died.  The  authors 
state  that  these  results  more  closely  ap- 
proach those  obtained  when  infected  mos- 
quitoes, rather  than  massive  doses  of 
trophozoites,  were  used  for  inoculation. 

By  using  the  small  number  of  parasites 
a gradually  increasing  prodromal  tem- 
perature preceding  the  paroxysms  was 
constantly  noted.  The  paroxysms 
seemed  to  be  milder  and  better  tolerated 
than  those  following  inoculation  of  mas- 
sive doses  of  parasites.  The  patient 
seemed  to  be  in  better  physical  condition 
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at  the  end  of  the  therapeutic  course  of 
malaria,  although  a mild  paroxysm  does 
uot  necessarily  mean  that  the  patient  has 
a lower  temperature  or  that  the  chills 
are  of  shorter  duration.  The  tempera- 
ture and  rigor  of  the  individual  par- 
oxysms were  the  same  as  those  observed 
after  any  mode  of  infection. 

The  authors  hope  that  by  keeping  the 
dosage  of  parasites  at  a minimum  it  may 
be  possible  to  reduce  the  complications 
and  the  mortality  rate  during  treatment 
without  impairing  the  therapeutic  results. 

The  mode  of  action  of  therapeutic  ma- 
laria. Walter  L.  Breutsch.  Reprinted 
from  Practical  Clinical  Psychiatry  for 
Students  'and  Practitioners.  E.  A. 
Strec-ker  and  F.  G.  Ebaugh.  Philadel- 
phia, The  Blakiston  Co.,  1940.  5th  ed., 
p.  164-170. 

The  manner  by  which  therapeutic  ma- 
laria brings  about  beneficial  results  in 
general  paralysis  is  still  a disputed  ques- 
tion. Previous  to  the  introduction  of  the 
malaria  therapy  investigation  of  spon- 
taneously recovered  cases  showed  that 
they  had  had  an  incidental  febrile  dis- 
ease, such  as  typhoid  fever.  This  obser- 
vation gave  rise  to  the  theory  that 
increased  temperature,  by  injuring  or 
destroying  the  spirochetes,  was  a funda- 
mental factor  of  recovery.  Experiment 
and  study,  however,  showed  that  elevated 
temperature  is  only  a minor  factor  of 
a number  of  highly  complicated  phases 
which  make  up  the  modus  operandi  of 
therapeutic  malaria. 

During  the  malaria  treatment  tissue 
changes  take  place  in  the  human  organ- 
ism. The  course  of  general  paralysis  is 
modified  by  increasing  the  number  and 
activity  of  the  histiocytic  or  clasmato- 
cytic  ceils.  They  seem  to  function  both 
as  a result  of  the  increased  phagocytic 
activity  as  well  'as  by  the  production 
of  immune  bodies.  The  enhanced  activ- 
ity of  the  mononuclear  elements  seems 
to  be  primarily  concerned  in  resolving 
the  paretic  brain  lesions  (perivascular 
infiltrations)  rather  than  in  destroying 
spirochetes  by  the  way  of  phagocytosis. 
The  reactive  changes  on  the  endothelial 
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cells  of  the  brain  capillaries  also  play  an 
important  role.  Endothelial  stimulation 
of  the  capillaries  of  the  brain  cortex  by 
the  malaria  plasinodium  and,  in  addition, 
by  the  debris  of  the  red  corpuscles  is 
thought  to  be  one  of  the  more  important 
phases  of  the  therapeutic  effect  of  the 
malaria  treatment  of  general  paralysis. 

Operative  treatment  of  neurotrophic 

joints.  John  C.  McCauley,  Jr.  Urol. 

& Cutan.  Rev.,  St.  Louis,  44:  592-594, 

Sept.  1940. 

Approximately  10  percent  of  tabetics 
have  a neurotrophic  joint  disturbance,  or 
Charcot’s  disease.  A fair  percentage  of 
these  cases  will  become  suddenly  dis- 
abled. A painless,  wobbly  joint,  most 
often  a knee,  will  be  surprisingly  serv- 
iceable until  it  finally  collapses.  It  is 
only  then  that  these  patients  consult  a 
physician.  Some  of  these  patients  can 
be  rehabilitated  to  a worth-while  degree 
if  this  instability  and  deformity  can  be 
remedied.  The  general  physical  status 
is  the  first  consideration  in  the  matter 
of  therapy.  The  syphilologist  is  required 
to  furnish  an  accurate  analysis  of  the 
p'atient  in  terms  of  his  tabetic  state  and 
its  trend. 

If  the  patient  is  to,  he  kept  ambulant 
the  forms  of  treatment  are  few  : (1)  The 
wearing  of  an  external  brace.-  (2)  An 
arthrodesis  of  the  disorganized  joint,  as 
a means  of  internal  splintage.  The  neu- 
rotrophic joints  of  neurosyphilis  are 
mainly  those  having  a weight-be'aring 
function : spine,  hip,  knee,  ankle  and  foot.. 

The  early  diagnosis  of  a Charcot’s 
joint  is  obviously  an  advantage.  Occa- 
sionally a disabling  instability  does  not 
develop  for  many  years  so  th'at  an  early 
fusion  would  prematurely  deprive  the 
patient  of  a movable  joint.  While  frac- 
tures in  and  about  the  diseased  joint 
are  characteristic  of  a neurotrophic  proc- 
ess they  also  occur  in  bony  structures 
not  associated  with  a joint.  A not 
uncommon  sequence  is  that  of  a second 
Charcot’s  joint  developing  below  the  site 
of  the  original  lesion.  In  6 cases  oi 
operative  fusion  of  Charcot’s  knees  the 
author  reports  one  failure. 
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Gonorrhea  in  the  male.  Results  of  treat- 
ment with  sulfanilamide.  I\  S.  Pe- 

louze,  Roger  W.  Barnes,  Anson  L.  Clark, 
Oscar  F.  Fox,  Rogers  Deakin,  Robert  H. 
Onstott,  Lida  J.  Usilton  and  R.  A.  Von- 
derlehr.  J.  A.  M.  A.,  Chicago,  115:  1630- 
1633,  Nov.  9,  1940. 


This  is  a report  of  a committee  ap- 
pointed by  the  American  Neisserian  Med- 
ical Society  and  the  U.  S.  Public  Health 
Service  to  evaluate  sulfanilamide  in  the 
treatment  of  gonorrhea.  Case  histories 
from  cooperating  clinics  were  chosen. 
Those  of  1,687  individuals  treated  with 
either  sulfanilamide,  local  therapy,  or 
both  and  to  whom  no  previous  treatment 
had  been  administered  were  studied. 
Since  390  of  these  patients  were  followed 
for  less  than  15  days,  they  were  disre- 
garded in  evaluating  the  results  of  treat- 
ment. Patients  having  at  least  3 nega- 
tive 2-glass  tests  in  a 2-week  period  were 
classified  as  having  a remission. 

Over  60  percent  of  the  1,687  patients 
disappeared  from  observation  before  they 
had  obtained  a remission  status.  Nearly 
45  percent  of  these  disappeared  before  the 
49th  day.  There  were  94  patients  who 
were  treated  by  sulfanilamide  only  and 
under  observation  15  days  or  longer.  A 
control  group  of  332  patients  were  treated 
with  local  therapy  alone. 

The  use  of  sulfanilamide  early  in  the 
treatment  period  materially  increased  the 
satisfactory  results.  With  the  cases  fol- 
lowed between  15  and  19  days  after  be- 
ginning treatment,  sulfanilamide  plus 
local  therapy  proved  to  be  over  6 times 
as  effective  as  local  therapy  alone  in  pro- 
ducing remissions,  and  sulfanilamide 
alone  was  over  twice  as  good  as  local 
therapy  alone.  By  the  49th  day  sulfa- 
nilamide plus  local  therapy  had  obtained 
nearly  twice  as  many  good  results  (53 
percent ) as  did  either  alone.  Sulfanila- 
mide plus  local  therapy  produced  30  per- 
cent good  results  within  the  first  month, 
as  compared  with  9 percent  for  local 
therapy  alone. 

If  the  amount  of  sulfanilamide  given 
was  more  than  400  grains  in  7 days,  the 
results  were  no  better  than  if  less  than 


400  grains  were  given  in  7 days  but 
more  than  400  grains  in  21  days.  If 
less  than  400  grains  was  given  in  21 
days,  sulfanilamide  plus  local  therapy 
was  no  better  than  local  therapy  alone. 

The  2-glass  test,  unsupported  by  either 
smears  or  cultures,  while  a useful  clini- 
cal guide,  was  found  to  be  an  unreliable 
index  of  satisfactory  outcome. 

The  value  of  liver  extract  in  cases  intol 
erant  to  arsenicals,  heavy  metals,  and 
radiation.  George  Miller  MacKee  and 
Girsch  David  Astraelian.  J.  Invest. 
Dermat.,  Baltimore,  3:  409-442,  Octo- 
ber 1940. 

The  authors  have  studied  107  patients 
in  an  investigation  of  the  value  of  liver 
extracts  as  a therapeutic  or  prophylactic 
agent  in  cases  intolerant  to  arsenicals, 
heavy  metals,  or  radiation.  The  results 
of  their  studies  are  analyzed  in  16  tables. 

The  authors  drew  the  following  con- 
clusions : Liver  extract  is  a useful  thera- 
peutic agent  in  some  patients  suffering 
from  manifestations  of  intolerance  due  to 
arsenicals,  heavy  metals,  or  radiation.  It 
is  a useful  supportive  measure  in  patients 
with  a history  of  previous  intolerance  to 
drugs  and  in  those  with  low  resistance 
presenting  difficult  therapeutic  problems. 
The  results  of  the  investigation  of  the 
prophylactic  value  in  patients  intolerant 
to  arsenicals  or  heavy  metals  indicate 
that  liver  extract  may  be  of  some  value 
in  preventing  or  ameliorating  pruritus, 
gastrointestinal  disturbances,  nephritis, 
pains  in  the  bones,  joints,  and  in  some 
cases  of  erythema  with  or  without  scal- 
ing: it  was  of  no  value  in  preventing 
nitritoid  crises.  There  were  more  im- 
proved cases  among  those  patients  intol- 
erant to  arsenicals  (58  percent)  than 
among  patients  intolerant  to  heavy  metals 
(40  percent),  and  the  best  results  were 
obtained  (improvement  71  percent)  in  pa- 
tients -who  received  the  largest  number 
of  liver  extract  injections. 

Liver  extract  wras  used  in  some  cases 
as  a prophylactic  remedy,  in  others  as  a 
therapeutic  agent  to  ameliorate  after-ef- 
fects of  existing  intolerance  to  arsenicals. 
A third  group  comprised  cases  in  which 
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no  intolerance  to  any  drug  was  estab- 
lished but  which  presented  potential 
treatment  problems. 

Side  effects  of  sulfapyridine.  R.  Hegg- 
lin. Schweiz,  med.  Wchnschr.,  Basel, 

70:  881-884,  Sept.  14,  1940. 

The  author  divides  the  side  effects  pro- 
duced by  sulfapyridine  into  harmless  and 
serious  manifestations.  Among  the 
harmless  side  effects  he  includes  nausea 
and  vomiting,  cyanosis,  porphyrinuria, 
anemia,  exanthemata  (2  to  3 percent 
among  500  cases  treated).  The  more 
serious  manifestations  include  the  for- 
mation of  urinary  calculi  (1  percent  of 
cases)  and  agranulocytosis. 

Hematuria  was  observed  quite  fre- 
quently. The  calculi  which  are  formed 
have  been  demonstrated  to  consist  of 
acetylsulfapyridine  which  is  composed  of 
rectangular  crystals  arranged  in  bun- 
dles. Mechanical  trauma  produced  by 
these  crystals  probably  causes  hema- 
turia ; larger  calculi  may  produce  typical 
renal  colic.  Patients  who  develop  hema- 
turia under  sulfapyridine  therapy  should 
be  carefully  watched,  since  anuria  may 
develop.  This  is  the  result  partly  of  me- 
chanical and  partly  of  reflex  changes. 
Fatal  uremia  as  result  of  sulfapyridine 
therapy  has  been  reported  to  be  a partic- 
ularly frequent  occurrence  in  children. 
Urinary  calculi  are  formed  because  of  the 
slight  solubility  of  the  drug,  and  there- 
fore occur  most  frequently  with  large  dos- 
age. That  the  solubility  of  the  drug  is 
not  the  only  factor,  however,  is  indicated 
by  one  of  the  author’s  patients  who  de- 
veloped calculi  with  very  small  dosage  of 
the  drug. 

Agranulocytosis  is  usually  the  result  of 
very  high  dosage  of  sulfapyridine.  The 
agranulocytosis  is  usually  of  the  toxic 
type  similar  to  that  produced  by  ars- 
phenamine  and  usually  is  observed  15  to 
27  days  after  the  administration  of  sulfa- 
pyridine has  been  stopped.  The  progno- 
sis is  serious  but  not  hopeless.  An  in- 
crease in  the  number  of  monocytes  in  the 
blood  is  usually  a good  prognostic  sign. 


Inaccurate  technic  employed  in  giviiq 
intramuscular  injections  of  soluble  sulfa 
pyridine  (soludagenan)  may  result  ii 
serious  injury  of  the  sciatic  nerve. 

Contribution  to  the  question  of  dagenai 

complications.  W.  Huber.  Schweiz 

med.  Wchnschr.,  Basel,  70  : 884-886 

Sept.  1940. 

The  author  reports  a case  of  uremia 
due  to  sulfapyridine  therapy.  The  pa 
tient,  a 76-year-old  man,  developed  se 
vere  iritis  following  a cataract  operation 
Because  an  infection  could  not  be  ruled 
out,  he  was  given  40  gm.  Ciba  3714  over  j 
period  of  6 days.  Three  days  after  th< 
drug  had  been  discontinued,  he  developec 
bronchopneumonia  of  the  left  lower  lob< 
of  the  lung.  Ciba  3714  proved  ineffective 
in  this  condition  and  the  patient  wai 
therefore  given  sulfapyridine.  Durin; 
the  course  of  4 days,  he  received  28  gm 
of  the  drug.  Sulfapyridine  was  then  dis 
continued  because  the  patient  felt  ill 
During  the  following  night  colic  devel 
oped  in  the  region  of  both  kidneys,  asso 
dated  with  the  passage  of  a smal 
amount  of  urine  containing  much  blood 
The  next  morning  there  was  completi 
anuria  which  persisted  for  3%  days.  At 
tempts  to  cystoscope  the  patient  were 
made  on  the  second  day  of  anuria  am 
again  1%  days  later.  Reddish,  granulai] 
masses  were  removed  from  the  kidney 
pelves.  Diuresis  was  finally  established 
However,  the  patient  died  of  circulator; 
failure  several  days  later.  Autopsy  find 
ings  included  bilateral  pyelonephriti: 
with  fibrinous  deposits  in  the  kidne; 
pelves  and  ureters. 

The  author  points  out  that  when  ex 
tensive  crystallization  of  sulfapyridim 
occurs  in  the  urinary  tract,  diuretic 
therapy  is  not  sufficient.  It  is  necessar; 
to  pass  sounds  into  the  ureters.  Sine 
these  crystals  may  be  deposited  in  aci< 
as  well  as  alkaline  urine,  prophylactic 
alkalinization  of  the  urine  offers  no  so 
lution  to  the  problem.  Sulfapyridin 
uroliths  cannot  be  demonstrated  roent 
genologically. 
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Prince  Albert  Morrow,  M.  D. 

EDWARD  L.  KEYES,  M.  D. 


New  York  City 


’HE  UNRUFFLED  calm,  the  generous 
enignancy  of  Dr.  Morrow  it  must  have 
een  that  so  impressed  me  the  first  day 
laid  eyes  on  him.  He  was  well  enough 
nown  to  me  from  his  System  of  Genito- 
rinary  Diseases  and  Syphilis,  but  search 
hat  volume  as  you  will,  you  can  find 
o word  of  social  hygiene  in  it.  So  I 
ras  not  prepared  for  what  awaited  me 
Then  I answered  the  bell  that  called  me 
"■)  my  father’s  office. 

There  stood  that  tall,  whiskered,  sad- 
. iced  man  whose  pallor  already  betrayed 
, he  nephritis  that  was  to  kill  him,  though 
was  not  man  enough  to  recognize  it. 
fhen  we  were  seated  Dr.  Morrow  ex- 
lained  that  he  had  asked  my  father  to 
: rge  me  to  act  as  secretary  to  a society 
e proposed  to  found,  the  Society  of  Sani- 
, iry  and  Moral  Prophylaxis. 

How  I wish  today  for  some  memory  of 
hat  he  said  and  how  it  was  he  looked, 
do  not  remember  to  have  been  fasci- 
. ited  by  him  nor  what  happened  except 
iat,  to  my  own  surprise,  I found  myself 
'cepting  the  offer  with  alacrity  in  spite 
my  father’s  protests  that  a moral 
usade  was  none  of  my  business — which 
as  true  enough.  It  was  only  afterward 
at  I learned  how  ill-prepared  I was  to 
ill  an  oar  in  that  galley. 

Looking  back  at  it  now,  there  must 
ive  been  some  hypnotism  in  Dr.  Mor- 
w’s  slow  speech  and  solemn  manner 
at  was  religion,  something  of  that  which 
ade  John  Wesley,  as  he  gazed  at  the 
itter-drunk,  say,  “There  but  for  the 
ace  of  God — .”  My  thought  at  the 
me  was  that  I wished  to  broaden  my 

'El 

• atact  with  life.  Something  more  than 
'at,  though,  it  must  have  been  that 
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drew  President  Eliot  and  Father  Lavelle 
and  Charles  Sprague  Smith  and  John 
Rockefeller,  Jr.,  and  Anna  Garlin  Spencer, 
and  all  the  others — but  that  was  later. 

Why  tell  of  his  birth  and  education? 
These  had  left  him  absolutely  sincere  and 
earnestly  devoted  to  his  profession.  In- 
deed, he  was  earnest  in  everything.  When 
he  injured  his  wrist  he  became  a one- 
handed  golfer,  a terror  to  his  friends.  His 
professional  duties  included  not  only  faith- 
ful attendance  at  his  dermatology  clinic 
for  the  poor  but  also  editor-ship  for  6 years 
of  the  Journal  of  Cutaneous  Diseases.  In 
those  latter  days  when  I knew  him  the 
gay  adventure  of  youth  had  gone.  He 
still  worked  late  into  the  night  writing  his 
letters  in  longhand ; not  until  later  would 
he  so  much  as  have  Miss  Buhler  to  help 
him. 

Look  up  Dr.  Morrow’s  writings  in  the 
Index  Medicus  and  you  will  find  amid  a 
stream  of  dermatologic  papers,  no  trace  of 
social  hygiene  until  1903,  when  he  was  57 
years  old.  Today,  looking  back  one  sees 
the  stirrings  of  his  conscience,  a sense  of 
the  disaster  which  is  syphilis  insontium, 
slowly  maturing.  Here  is  a list  of  his 
“pre-Sanitary-a  n d-M  ora  1-Rrophylaxis” 
writings  on  the  subject : 

Syphilis  and  Marriage  (a  translation  of 
Fournier’s  classic),  1880. 

Prognosis  and  Treatment  of  Syphilis, 
1885. 

Duration  of  the  Syphilogenic  Capacity 
in  Relation  to  Marriage,  1887. 

Letter  from  the  Sandwich  Islands ; 
Causes  of  Depopulation  in  These 
Islands ; the  Demographic  Effects  of 
Introduced  Diseases,  Syphilis,  Lep- 
rosy, etc.,  1889. 
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In  the  “System”  (1894)  he  wrote  only 
the  chapters  on  Syphilis  of  the  Skin  and 
on  Functional  Disorders  of  the  Male 
Genito-urinary  System.  Nor  does  the 
chapter  on  Marriage  and  Syphilis  in  the 
“Venereal  Memoranda,”  published  also  in 
1894,  show  any  trace  of  what  was  to  fol- 
low in  1903.  In  the  summer  of  1902, 
moved  by  what  one  may  believe  was  the 
last  flicker  of  love  for  adventure,  he  had 
attended  the  second  Conference  of  Social 
and  Moral  Prophylaxis  in  Brussels  and 
had  himself  made  a delegate  for  this 
country.  From  that  day,  barring  two 
minor  papers,  he  wrote  no  more  on  der- 
matology but,  during  those  last  10  dimin- 
ishing years,  lived  a life  devoted  to  that 
which  we  now  call,  with  what  wisp  of  in- 
herited shamefacedness  is  left  us,  “social 
hygiene.”  In  those  10  years  he  published 
34  documents  on  the  subject,  one  of  which, 
the  book  “Social  Hygiene  and  Marriage” 
(1904),  expresses  social  hygiene  as  we 
have  it  today  and  will  remain  as  much 
a medical  classic  as  that  volume  of 
Fournier’s  from  which  confessedly  it 
sprang. 

He  was  spared  the  ever-recurring  ter- 
ror that  has  beset  us  since  1914.  He  did 
not  foresee  the  war  during  which  we  were 
to  be  staggered  by  the  crude  problem  of 
a population  suddenly  overrun  by  a some- 
what licentious  soldiery  facing  a bevy 
composed  of  everything  from  reckless 
bootleggers  and  astute  panders  to  wor- 
shipping womanhood ; a problem  so  tense 
and  immediate  as  to  swallow  up  the 
calmer  aspects  of  sex  education  in  the 
more  imperative  policing  of  camp  areas 
and  personal  prophylaxis.  But  his  So- 
cial Hygiene  Association  and  his  Dr. 
Snow  were  there  to  steady  us.  Still  less 
did  he  foresee  our  present  gloom  from 
which  no  one  less  sane  than  he  can 
lead  us. 

Let  us  in  a few  random  quotations 
relive  those  days  so  brave  and  young: 

“Two  International  Congresses  for  the 
prophylaxis  of  syphilis  and  venereal  dis- 
eases, in  which  every  civilized  country  of 
the  world  was  represented,  have  been 
held  in  the  city  of  Brussels.  These  de- 
liberations crystallized  into  the  convie- 
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tion  that  the  system  of  reglementatii: 
employed  in  most  Continental  country 
was  insufficient  as  a means  of  preventic 
and  that  the  whole  subject  should  e 
studied  anew  from  a broader  standpo  1 
and  with  special  reference  to  the  soc) 
conditions  involved  in  the  causatii 
of  these  diseases.  Especial  recog  ■ 
tion  was  given  to  the  fact  tit 
moral  as  well  as  medical  issues  wce 
involved  in  the  problem  of  preventioit 
(Morrow,  1904) 

“At  first  glance  it  might  appear  tit 
the  prophylaxis  of  these  diseases,  as  £ 
other  infectious  diseases  dangerous  ) 
the  public  health,  lies  within  the  provir: 
of  the  medical  profession.  But  exp 
rience  has  shown  that  this  class  of  d- 
eases  cannot  be  dealt  with  as  a pure 
sanitary  problem,  they  are  not  susceptil 
to  the  sanitary  methods  ordinarily  e 
ployed  against  contagious  diseases.  Se 
itary  science  must  take  cognizance  of  t 
cause  of  disease  and  especially  of  t 
means  by  which  it  is  spread.  The  car 
of  these  diseases  resides  in  social  cc 
ditions  which  the  sanitarian  cannot  cc 
trol  and  their  communicative  mo 
cannot  be  reached  by  the  strong  arm  ! 
repression. 

“In  their  essential,  nature  they  are  n 
merely  diseases  of  the  human  body,  b 
diseases  of  the  social  organism.  T 
problem  of  their  prevention  and  conti 
involves  not  only  questions  of  hygie 
but  questions  of  morality — questions  f| 
fecting  the  most  intimate  relations  of  o 
social  life.  This  problem  is  most  dif 
cult  and  delicate  and  requires  for  its  t 
lution  not  only  a thorough  knowledge  ) 
existing  evil  conditions,  but  a largene 
of  ideas  and  a breadth  of  view  which  1 
not  possible  to  those  who  look  at  it  frof 
the  sanitary  side  alone.  To  correct  the 
evil  conditions  there  should  be  a union 
all  the  social  forces  which  work  for  go<; 
in  the  community.”  (Morrow,  1906) 

“The  ancient  conception  of  disea 
involved  the  idea  of  Divine  punis 
ment : Disease  was  accepted  as  a reti 
bution  of  sins  committed  by  the  bear 
or  his  ancestors.  * * * It  was  a 
tionable  (Blackstone,  1794)  to  say  th: 

Venereal  Disease  Information,  February  19 


[ne  has  the  plague,  leprosy  or  syplii- 
s.  * * * At  a later  period  syplii- 
1 tic  patients,  upon  their  entrance  into 
!de  hospitals,  were  soundly  cudgelled 
nd  the  castigation  was  repeated  on 
heir  discharge.”  (Morrow,  1903) 

! Dr.  Cabanes  has  interpreted  the  flog- 
!ing  of  genito-infectious  patients  some- 
hat  differently.  Without  pretending  to 
’e  able  to  decide  between  them  we 
rnply  relate  what  Cabanes  believes  to 
ave  been  the  medieval  point  of  view.1 
! ‘‘There  was  a time  when  patients 
ith  venereal  diseases  wei’e  whipped 
!ke  galley  slaves.  This  was  the  pre- 
minary  to  their  admission  to  hospital 
id  they  were  whipped  again  at  the  end 
: treatment  before  they  were  thrown 
it  into  the  street.  Ambrose  Pare  who 
itnessed  these  cruel  scenes,  speaks  of 
lem  without  rancor  as  a custom  of  tht 
mes  not  calculated  to  scandalize  any- 
le. 

“In  the  mind  of  the  people  the  whip 
'ng  was  a religious  punishment,  as  nee- 
'isary  as  Lent  itself  to  appease  the 
rath  of  God,  but  actually  this  was  not 
e object  of  the  hospital  authorities. 
Ihey  hoped  that  the  majority  of  patients 
ith  venereal  diseases,  rather  than  sub- 
mit to  the  degradation  of  a whipping, 
i iuld  prefer  to  treat  themselves  and  so 
; mid  not  clutter  up  the  wards.  * * * 

I “In  1656  a general  hospital  was 
unded  by  Louis  XIV  for  the  care  of 
i e poor  and  one  of  the  regulations  ex- 
lided  beggars  with  venereal  diseases, 
I it  a few  months  thereafter  the  Pitid, 
cetre,  and  the  Salpetriere  were  tilled 
!'  th  syphilitics,  so  the  ancient  rules 
isre  enforced  anew  but  the  prospect  of 
i whipping  did  not  check  the  flood  of 
Itients.  At  the  Salpetriere  the  wards 

I-  prostitutes  were  full  of  syphilitics 
iking  treatment  ‘who  had  themselves 
■ rested  as  beggars  though  that  was  not 
1 lir  usual  trade’.” 

‘The  same  thing  happened  at  Bicetre. 
e hospital  was  not  open  a year  ‘when 
i syphilitics  were  upon  them.  They 


Moeurs  intimes  du  passe,  6eme  sgrie, 
.Iris,  p.  369. 
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were  whipped  on  admission  with  the  ex- 
ception of’  those  who  contracted  the 
disease  in  matrimony  or  in  some  similar 
manner,  as  for  example,  a nurse  from 
an  infant. 

“Cullerier,  physician  to  Bicetre,  ob- 
serves in  his  History  of  the  Revolution 
that  the  system  had  not  been  abolished 
in  1792,”  [though  we  may  assume  that 
it  disappeared  soon  thereafter]. 

Our  notions  of  hygiene,  as  Cabanes 
remarks,  are  different  from  what  they 
were.  Today  sex  information  is  as  wide- 
spread among  the  young  as  is  the  knowl- 
edge of  contraception.  This  is  not  to 
say  that  sex  education  worthy  of  the 
name  is  any  more  widespread  than  gen- 
eral education,  for  we  know  now  that 
the  two  cannot  be  divorced.  Moreover, 
the  doctrine  of  the  medical  secret  and 
its  violation  by  the  reporting  of 
genito-infectious  diseases  no  longer 
worries  us  as  it  did  Dr.  Morrow.  The 
standard  of  morals  among  women,  too, 
tends  to  resemble  more  closely  that  of 
men,  but  who  would  have  dared  prophecy 
20  years  ago  the  way  that  was  to  come 
about?  And,  perhaps  most  fundamental 
of  all,  the  attitude  of  the  community 
toward  reglementation  is  not  so  markedly 
more  civilized  as  we  should  like  to  see 
it,  though  we  may  still  hope  that  ere  the 
end  of  the  century  Mrs.  Warren’s  pro- 
fession will  be  less  well  thought  of  than 
it  is  today.  “Times  change  and  we 
change  in  them,”  and  it  is  not  quite 
so  true  as  it  used  to  be  that  “the  more 
it  changes,  the  more  it  is  the  same 
thing.”  The  one  thing  that  remains  con- 
stant is  man’s  rebellion  to  change,  yet 
there  is  less  infectious  disease,  either 
above  or  below  the  belt,  than  there  used 
to  be. 

Sex  education,  professional  and  ama- 
teur, is  wiser  and  more  open  than  it  was. 
Personal  prophylaxis  is  a large  protection 
for  those  who  do,  and  those  who  don’t, 
among  the  young  are  less  likely  to  be 
psychically  harmed.  The  treatment  of 
the  genito-infectious  diseases  is  being 
transferred  from  the  drugstore  to  the 
health  department. 
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Did  Dr.  Morrow  push  the  world  on  a 
bit?  I think  he  did,  but  I was  one  of 
the  meager  25  who  met  that  February 
evening  in  1903  at  the  Academy  of  Medi- 
cine and  moved  our  meeting  from  Hosack 
Hall  to  a smaller  room  where  the  shadows 
we  threw  would  seem  more  portentous. 

Years  later,  in  1930,  Anna  Garlin 
Spencer  spoke  of  Dr.  Morrow  as  no  one 
else  could.  I quote  the  uncorrected  steno- 
graphic report  of  her  remarks  at  a social 
hygiene  dinner. 

“And  then  we  had  Dr.  Morrow — [and] 
Sanitary  and  Moral  Prophylaxis,  the  be- 
ginning of  the  entrance  of  the  medical  pro- 
fession into  a great  socialized  movement — 
[because  of  which]  we  speak  with  rever- 
ence of  him.  We  had  what  has  become 
now  the  Educational  Division.  Be- 
ginning with  Dr.  Prince  Morrow  we  had 
the  Medical  Division,  the  sense  born  to 
medical  men  that  they  were  not  merely 
recipients  of  private  confessions  from  pa- 
tients who  had  never  been  disturbed  by 
any  outer  condemnation,  but  that  they 
were  also  custodians  of  race  purity  and 
responsible  leaders  for  the  kind  of  life  that 
makes  the  right  family.  I look  upon  Dr. 
Prince  Morrow  as  a prophet  and  a priest, 
using  that  word  priest  in  the  highest  sense, 
a dispenser  of  idealism  organized  to  work. 

“And  then  we  had  something  else 
happening.  These  three  things,  education, 
legal  and  moral  protection,  and  the  be- 
ginning of  the  large  work  of  the  medical 
profession  was  caught  up  in  what?  In 
the  greatest  crusade  of  social  service,  the 
crusade  against  preventable  disease.  It 
is  what  was  implied  in  that  movement  that 
drew  the  younger,  the  more  idealistic, 
of  the  medical  profession  around  Dr. 
Morrow.  But  something  else  developed : 
All  the  great  movements  of  science,  all  the 
great  adventures  in  medical  research,  the 
joining  of  the  solitary  laboratory  with  the 
public  control  of  States,  for  that  also 
came.  For  a long  time  it  seemed  to 
swallow  up  all  else.  I,  myself, — I hope  I 
may  be  understood — have  sometimes  had 
to  withstand  doctors  to  their  face  when 
they  seemed  to  imply  that  all  you  needed 
to  have  a perfect  human  being  was  to 
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make  him  soundly  well.  I have  knoM 
human  beings  who  are  well,  who  live  l 
a sanitary  house  and  a sanitary  town  a I 
under  conditions  that  preserve  the 
physical  well-being,  and  they  are  not  won 
anything  as  human  beings  beside  soi* 
who  may  have  struggled  against  some  i- 
hei’ited  weakness,  who  rise  and  fall  > 
rise  again  in  that  struggle,  but  who- 
spirit  is  so  strong  that  they  are  tru' 
human. 

“But  with  the  crusade  against  prevei 
able  disease  we  had,  added  to  the  propb: 
and  the  priest  that  was  Prince  Morro , 
a general  who  marshalled  the  forces  i 
that  great  crusade  * * And  si 

proceeded  to  the  praise  of  Biggs,  for  who 
name  I should  certainly  substitute  th 
of  William  F.  Snow. 

What  could  be  more  appropriate  th: 
that  the  last  work  of  Voltaire  shou 
have  been  to  launch  the  dictionary  of  t) 
French  Academy,  or  that  the  last  work 
Morrow  should  have  been  to  set  the  ma: 
of  this  world’s  approval  on  sex  educ 
tion?  The  XV  International  Congress  ( 
Hygiene  and  Demography,  meeting 
Washington  in  1912,  was  the  first  to  i 
elude  this  topic.  The  committee  in  char; 
consisted  of  Thomas  M.  Balliet,  Mauri 
A.  Bigelow,  and  Prince  A.  Morrow.  Du 
ing  that  congress  Dr.  Morrow  lay  in  b 
bed  in  a Washington  hotel  while  his  friei 
and  successor,  Dr.  Snow,  dashed  to  ai 
fro  between  that  room  and  the  meetin 

Dr.  William  H.  Welch  was  ready  wil 
the  following  resolution : 

“Whereas : Both  the  nations  abroad  ar 
the  American  citizens  at  home  recogni: 
and  pay  tribute  to  the  splendid  devotic 
and  services  rendered  by  Dr.  Prince  i 
Morrow  in  the  difficult  pioneer  work  ( 
preparing  the  people  for  a knowledge  th: 
will  enable  them  to  safeguard  their  horn: 
against  influences  hitherto  unrecognizei 
misunderstood,  or  deliberately  ignored ; 

“Be  it  resolved:  That  the  participanl 
of  this  section  on  sex  hygiene  of  tt 
Fifteenth  International  Congress  on  H; 
giene  and  Demography  consider  it  a priv 
lege  to  make  public  record  of  their  sens 
of  obligation  to  Dr.  Morrow  for  his  coui 
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’ageous  and  unflinching  attitude  in  the 
'face  of  difficulties  that  would  have  dis- 
comfited an  ordinary  man,  and  admira- 
tion for  the  achievement  that  has  cul- 
* 

mmated  in  the  prominent  position  that 
Education  in  sex  hygiene  has  commanded 
in  the  deliberations  of  this  congress.” 


It  was  further  provided  that  this 
minute  be  suitably  engrossed,  signed  by 
the  chairman  and  secretary,  and  pre- 
sented to  Dr.  Morrow. 

But  it  was  too  late.  Dr.  Morrow  died 
at  his  home  in  New  York  City  March  17, 
1913. 


Syphilis  and  Gonorrhea  Control 


i Principles  of  Case-Finding  and  Case-Holding 
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„ MEDICAL  DIRECTOR  C.  C.  PIERCE, 

United  States  Public  Health  Service 
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BINDING  cases  of  syphilis  and  gonorrhea 
mnd  holding  these  cases  until  they  are 
■endered  noninfectious  and  until  they 
mave  been  given  adequate  treatment  is 
t he  heart,  the  core,  the  mainspring  of  the 
t mtire  venereal  disease  control  program. 

: The  heart  pumps  the  stream  of  life 
i hrough  the  body  but  performs  no  func- 
tion except  to  serve  the  body.  The  core 
f a fruit  contains  the  seeds  which  keep 
live  the  species  but  cannot  exist  without 
he  surrounding  material.  The  main- 
I 'Pring  of  a watch  governs  the  work  done 
■ y the  rest  of  the  mechanism, 
i:  Therefore,  we  should  first  discuss  the 
Hart  of  the  venereal  disease  control  pro- 
gram which  precedes  case-finding,  the 
iiiethods  by  which  we  know  when  a case 

I as  been  found,  and  what  equipment  and 
lacilities  are  needed  to  hold  the  infected 
erson  until  he  has  received  the  greatest 
i ossible  benefit  from  treatment.  It  is  im- 
ortant  to  remember  that  every  “case”  is 
A human  being,  more  or  less  like  ourselves. 
; 'here  should  not  be  too  much  of  a line  of 
; emarcation  between  the  infected  person 
liind  the  professional  worker.  All  of  us 
>g  ire  just  people — some  are  infected  and 
lerefore  require  help  and  advice;  others 
1;  re  prepared  by  training  and  experience 
j]  > give  the  help  that  is  needed.  When  we 
]>ok  at  the  situation  in  this  way,  the  de- 
i red  ntente  cordiale  is  not  hard  to 
jitablish. 

oj  — — — — — 

Read  at  tlie  Tenth  New  England  Health 
stitute,  Hartford,  Conn.,  April  19,  1940. 


What  is  this  program  which  goes  before 
case-finding?  First  are  the  efforts  to  pre- 
vent persons  becoming  infected.  There 
would  be  no  cases  to  find  if  this  part  of 
the  program  could  be  made  perfect.  The 
prevention  of  infection  is  attempted 
through  educational  measures  starting  in 
the  home,  the  school,  the  church,  and  con- 
tinuing on  through  social  organizations, 
service  clubs,  groups  of  employees,  man- 
agement, chambers  of  commerce,  profes- 
sional societies,  women’s  clubs,  school 
teachers,  parent-teacher  associations,  the 
clergy,  and  miscellaneous  groups  of  citi- 
zens. This  educational  work  to  reduce 
the  number  of  infections  that  occur  should 
be  done  by  medical,  dental,  nursing,  and 
other  scientific  and  trained  workers  pre- 
pared for  their  respective  tasks.  In  fact, 
many  of  the  groups  just  mentioned  are 
the  best  workers  in  the  field  when  they 
have  become  enthused  with  the  possibili- 
ties of  such  service  and  have  acquired  the 
technical  knowledge  one  must  possess  to 
pass  on  to  others  some  modicum  of  health 
education. 

Second  are  the  powerful  agencies  of 
local  government  and  law  enforcing 
bodies  which  have  a definite  value  of  their 
own  in  connection  with  the  suppression 
of  prostitution  and  drunkenness  and  with 
the  policing  of  taverns,  roadhouses,  tourist 
camps,  dance  halls,  and  drinking  places 
where  women  are  employed.  These  tasks 
are  not  to  be  performed  by  the  health 
departments  but  much  can  be  accom- 
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plished  in  reducing  the  number  of  persons 
that  become  infected  if  health  depart- 
ments will  enlist  the  active  support  of 
public  officials  in  the  venereal  disease  con- 
trol program.  These  law  enforcing  agen- 
cies are  going  to  become  more  and  more 
interwoven  into  the  program  through  re- 
quiring the  observance  of  premarital  and 
prenatal  examinations  required  by  law  in 
so  many  States. 

Third,  there  is  the  question  of  per- 
sonal prophylaxis,  which  is  being  studied 
intensively  and  about  which,  for  obvious 
reasons,  very  few  workers  in  this  field 
are  willing  now  to  express  an  opinion. 

The  next  step  in  providing  a back- 
ground for  case-finding  is  to  have  trained 
clinicians  and  a diagnostic  laboratory 
that  carries  out  dependable  microscopic, 
serologic,  and  culture  procedures.  A 
field  worker,  an  epidemiologist,  or  a case 
finder  is  helpless  unless  competent  clinic 
and  laboratory  facilities  are  available. 
The  quality  of  such  service  has  im- 
proved greatly  during  the  past  few  years 
and  will  continue  to  do  so  because  of 
the  efforts  of  health  authorities  and  pro- 
fessional societies  to  establish  State  ap- 
proval of  all  these  diagnostic  labora- 
tories. 

CASE-FINDING GENEBAI, 

Various  measures  have  been  used  and 
should  be  continued  permanently  as 
dragnet,  wholesale  methods  of  locating 
persons  infected  with  syphilis. 

Chicago  plan. — A spectacular  program 
of  intensive  search  for  infected  persons 
was  that  conducted  in  Chicago  in  1937 
for  the,  purpose  of  making  a thorough- 
going survey  of  syphilis.  A parade  of 
thousands  of  people  advertised  the  fact 
that  the  city  was  going  to  search  for 
hidden  cases  of  syphilis.  Thousands  of 
people  received  letters  asking  if  they 
would  be  willing  to  have  their  blood 
tested  if  their  identity  was  concealed. 
The  Chicago  project  was  of  tremendous 
educational  value  and  differed  from  all 
other  attempted  plans  to  find  syphilis. 
Two  hundred  thousand  people  volun- 
tarily gave  their  blood  for  testing  and 


thus  took  an  active  part  in  the  struggle  i 
against  syphilis.  The  private  physicians  { 
in  Chicago  profited  by  this  work,  for  | 
hundreds  of  persons  with  positive  blood 
tests  were  sent  to  them  for  thorough 
examination  and  treatment  after  the 
routine  blood  testing. 

Mobile  clinic. — Another  noteworthy  ! 
program  is  the  work  of  the  travelling 
clinic,  still  going  on,  which  combines 
case-finding  with  continued  treatment  or 
case-holding.  The  work  which  started 
in  southeast  Georgia  has  not  only  con- 
tinued but  has  been  adopted  by  other 
communities  and  has  possibilities  of 
further  development.  This  plan  re- 
quires a properly  equipped  clinic  built 
into  an  autotrailer,  which  is  manned  by 
trained  personnel  and  which  visits  vari- 
ous communities.  Tne  blood  of  every 
citizen  in  these  communities  is  tested. 
Those  found  to  be  infected  are  treated 
until  they  are  rendered  noninfectious. 
When  possible  repeat  visits  of  the  trav- 
elling clinic  are  made  until  the  syphilitic 
patients  have  been  cured.  The  work  of 
this  clinic  has  been  recorded  in  the 
sound  film,  “Three  Counties  Against 
Syphilis,”  and  in  magazine  articles,  as 
well  as  in  the  official  records.  The  mo- 
bile clinic  unit  has  been  used  in  eight 
southern  States  and  has  demonstrated 
that  such  a unit  doubles  or  trebles  the 
number  of  cases  a clinic  unit  can  find 
and  treat  in  rural  areas  where  the  in- 
cidence of  syphilis  is  high. 

Hospitals. — Every  general  hospital 
should  require  routine  serologic  tests 
of  every  patient  admitted  to  the  hospital 
or  out-patient  department.  The  records 
have  shown  the  value  of  this  procedure. 

One  group  of  hospitals  that  made  blood 
tests  of  only  those  patients  suspected  of 
having  syphilis  found  a rate  of  six-tenths 
per  1,000  examined.  Another  group  that 
examined  all  patients  as  a hospital  rou- 
tine found  44  cases  of  syphilis  per  1,000 
patients.  This  ratio  shows  that  routine 
examinations  are  73  times  as  effective  as 
those  made  only  on  suspicion. 

Routine  serologic  tests  should  of  course 
be  made  on  the  inmates  of  all  sanato- 
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riums,  hospitals  for  mental  and  chronic 
diseases,  asylums,  and  orphanages. 

Industry. — Another  effective  way  to 
find  cases  and  one  that  can  be  continued 
as  a routine  matter  is  the  examination 
of  employees  in  large  industrial  or  mer- 
cantile establishments,  in  railroad  and 
steamship  companies,  and  in  any  organ- 
ization which  has  a number  of  employees. 
Small  industrial  organizations  can  fre- 
quently be  interested  in  the  plan  of  group- 
ing their  employees  for  serologic  tests. 
The  executive  and  clerical  employees 
should  be  included  since  anyone  can  have 
syphilis. 

In  making  arrangements  for  examina- 
i tion  of  persons  in  industry,  not  only  man- 
| agement  but  labor  should  be  convinced  of 
; the  value  of  the  examinations.  Certain 
labor  groups  have  passed  resolutions  stat- 
ing that  when  employers  promise  to  carry 
out  in  good  faith  the  venereal  disease  con- 
trol program,  they  will  give  their  hearty 
cooperation.  This  means  that  manage- 
ment must  not  reject  applicants  for  posi- 
tions or  discharge  those  already  employed 
who  are  found  to  be  infected.  To  make 
! the  finding  of  a positive  blood  test  the  cri- 
| terion  of  dismissal  or  rejection  from  em- 
ployment would  in  most  cases  do  grave 
injustice  to  the  person  concerned,  to  the 
industry,  and  to  the  community.  Such 
action  defeats  the  whole  object  of  the 
procedure  which  is  to  discover  cases  and 
bring  them  under  treatment  and  hold  the 
1 cases  under  treatment  until  they  are 
cured. 

It  is  surprising  how  many  cases  are 
' discovered  among  people  who  were  totally 
unaware  that  they  had  syphilis.  The  rec- 
ords of  the  positive  cases  in  an  examined 
group  showed  that  65  percent  of  patients 
with  cardiovascular  syphilis  did  not  know 
they  had  the  disease.  There  must  of 
course  be  medical  follow-up  to  see  that 
everyone  who  needs  treatment  gets  prompt 
and  adequate  care.  The  only  object  of  all 
case-finding  work  is  to  prevent  the  spread 
of  the  disease  and  to  cure  the  patient. 
Fortunately,  syphilitics  can  be  made  non- 
infectious  in  a short  time  by  proper  treat- 
ment and  apparently  can  be  cured  if  the 
treatment  is  adequate. 
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Miscellaneous  groups. — Many  of  you,  no 
doubt,  recall  that  about  2 years  ago  a 
woman’s  club  gave  publicity  to  the  fact 
that  all  of  their  members  were  going  to 
have  serologic  tests  made  to  find  out  if 
they  had  syphilis.  This  was  a fine  exam- 
ple which  these  public  spirited  women  set 
for  the  general  public.  Although  probably 
few  cases  of  syphilis  were  discovered 
among  the  members  of  such  an  enlight- 
ened organization,  the  action  undoubtedly 
influenced  many  of  the  members  to  re- 
quire their  servants  to  be  examined  to 
find  hidden  cases  of  syphilis.  Another 
woman’s  club  arranged  for  blood  tests  of 
their  servants,  and  about  50  percent  were 
found  to  be  positive.  Some  employers  now 
select  for  servants  known  syphilitics  who 
are  under  treatment  because,  their  dis- 
ease having  been  recognized,  they  have 
been  rendered  noninfectious  by  treatment 
and  have  proven  their  good  sense  by  re- 
maining under  treatment.  A servant 
should  be  discharged  for  stopping  treat- 
ment, not  because  he  lias  syphilis. 

There  are  other  groups  for  which  rou- 
tine physical  examinations,  including 
blood  tests  and  in  some  cases  cultures 
for  gonococci,  are  highly  desirable.  Many 
colleges  require  such  examinations  of  all 
applicants  for  entrance.  Even  though 
but  a small  percentage  are  found  posi- 
tive and  are  brought  under  treatment, 
the  practice  has  great  value  as  an  edu- 
cational measure.  Every  college  student 
should  be  made  to  realize  the  seriousness 
of  venereal  disease  infections  and  his 
duty  to  himself  and  the  community  to 
avoid  contracting  gonorrhea  or  syphilis. 

It  seems  perfectly  obvious  that  every 
local  government  should  provide  for  the 
examination  and  treatment  of  prisoners 
infected  with  gonorrhea  or  syphilis. 
Persons  confined  in  reform  schools,  prison 
camps,  jails,  penitentiaries,  and  other 
correctional  institutions  show  an  infec- 
tion rate  higher  than  the  community 
average.  These  persons  cannot  lapse 
from  treatment  before  their  discharge 
from  confinement.  Public  funds  ex- 
pended for  case-finding  and  treatment  of 
cases  in  jail  and  prisons  is  money  wisely 
spent. 
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Legally  required  measures. — Then  we 
have  the  enforcement  of  laws  as  an  aid 
to  discovering  unrecognized  cases  of 
syphilis  and  gonorrhea.  At  the  present 
time,  20  States  have  laws  requiring  ap- 
plicants for  marriage  licenses  to  be  ex- 
amined by  their  physicians  and  to  have 
a blood  test  made  in  an  approved  labora- 
tory. This  sort  of  requirement  is  of  great 
value  not  only  in  discovering  cases  of 
syphilis  and  gonorrhea  but  as  an  educa- 
tional measure  and  also  in  promoting  a 
partnership  between  doctors  in  private 
practice  and  the  local  government.  The 
doctor  makes  the  physical  examination 
and  furnishes  a certificate  based  on 
clinical  evidence  which  must  be  backed 
up  by  a blood  examination  made  in  a 
State-approved  laboratory,  thus  estab- 
lishing a relationship  between  private 
practice  and  official  medical  work  which 
is  highly  desirable. 

In  19  States  there  are  laws  requiring 
physicians  to  secure  blood  tests  of  ex- 
pectant mothers  which  will  not  only 
bring  to  light  unrecognized  cases  of 
syphilis  but  make  it  possible  to  prevent 
the  birth  of  syphilitic  babies.  Unfortu- 
nately there  are  still  obstetricians  who 
insist  that  their  patients  are  in  such  an 
exclusive  class  that  routine  blood  tests 
are  unnecessary.  Such  an  assumption  is 
one  of  the  greatest  arguments  for  com- 
pulsory prenatal  blood  tests. 

Carrying  out  the  prenatal  examination 
law  will  strengthen  the  partnership  be- 
tween doctors  in  private  practice  and  the 
official  health  workers  of  the  community. 
The  control  of  syphilis  and  gonorrhea  are 
medical  problems.  These  diseases  cannot 
be  eliminated  without  the  active  cooper- 
ation of  the  medical  profession,  not  only 
the  doctors  employed  at  hospitals  and 
clinics  and  the  specialists  who  now  treat 
syphilis  and  gonorrhea,  but  of  every 
doctor  in  private  practice. 

Any  doctor  who  fails  to  secure  a diag- 
nosis for  a person  with  gonorrhea  or 
syphilis  or  who  permits  a person  infected 
with  either  of  these  diseases  to  lapse 
treatment  without  an  effort  being  made 
to  hold  the  case  until  cured,  is  derelict 
in  his  professional  and  community  ohli- 
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gations.  Most  health  departments  are 
providing  free  consultation  service,  free 
diagnostic  service,  free  drugs,  and  free 
follow-up  service  to  physicians  in  private 
practice  if  they  report  cases  and  ask  for 
service.  On  what  grounds,  then,  can  a 
doctor  justify  his  action  if  he  fails  to 
recognize  a case,  fails  to  try  to  ascertain 
the  source  of  infection,  fails  to  attempt 
to  prevent  his  patient  from  spreading  the 
disease  or  lets  a case  lapse  treatment  be- 
fore cure?  Doctors  should  be  our  most 
productive  case-finding  and  case-holding 
group. 

Dr.  Louise  Pearce  says : “I  believe,  that 
if  the  antisyphilis  control  campaign  is  to 
be  completely  successful,  a special  educa- 
tional effort  will  have  to  be  undertaken  by 
the  medical  profession.  This,  I think, 
must  take  two  forms.  In  the  first  place, 
the  individual  physician  who  plans  to  in- 
clude in  his  practice  the  care  of  syphilitic 
patients  will  have  to  have  special  training 
to  this  end.  In  the  second  place,  it  will 
he  necessary  for  members  of  the  medical 
profession  as  a group  to  appreciate  more 
particularly  than  has  hitherto  been  the 
case  the  essential  part  they  must  play  in 
this  problem.  The  measure  of  success  of 
syphilis  control  will  depend  largely  upon 
the  degree  and  persistence  of  interest  in 
the  matter  held  by  the,  majority  of  physi-  : 
cians  throughout  the  country.” 

Dr.  Cheever  says : “It  should  be  obvious 
to  all  who  have  anything  to  do  with 
gonorrhea  or  syphilis  that  by  all  odds  the 
most  important  contact  between  the  pa- 
tient and  the  physician  is  the  first  one. 
Frequently,  the  entire  success  in  the 
handling  of  the  problem  is  determined  by 
the  first  visit.  On  that  may  depend  the 
success  of  a life,  or  a failure  leading  to 
general  paresis,  or  a congenital  syphilitic 
infant.  In  a busy  practitioner’s  office, 
regardless  of  the  dozen  patients  sitting  in 
the  waiting-room,  the  one  with  suspected 
syphilis  must  be  considered  that  day’s: 
emei'gency.  The  physician’s  failure  to 
meet  this  emergency  successfully  may,! 
years  later,  cost  the  patient  his  life.” 

Dr.  Nathan  B.  Van  Etten,  president- 
elect of  the  American  Medical  Association, 
says : “Getting  the  patient  under  treat- 
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ment  involves  not  only  every  effort  to 
educate  all  lay  persons  about  the  necessity 
for  treatment  of  every  suspicious  sore  that 
does  not  heal  quickly,  but  it  involves  also 
an  effort  to  reeducate  every  practicing 
physician  to  make  the  correct  diagnosis 
and  to  institute  correct  treatment.” 

Dr.  John  H.  Stokes  says : “The  private 
physician  must,  therefore,  as  a matter  of 
civic  duty,  be  prepared  to  examine  and 
collect  material  for  diagnosis  of  genito- 
infectious  disease,  utilizing  State-provided 
facilities  for  the  purpose.  He  it  is,  more- 
over, who  must  often  see  on  the  spot  to  the 
initial  sterilizing  arsenical  treatment 
which  removes  the  individual  from  the  in- 
fective contact  list.  He  it  is  who  must 
carry  through  the  substance  of  the  first 
interview  with  the  patient,  upon  which  all 
future  cooperation  so  critically  depends. 
He  must  as  a matter  of  public  health  duty 
initiate  that  rapport  which  makes  possible 
in  the  near  future  the  tracing  forward  and 
backward  so  to  speak,  of  the  contacts  of 
the  infected  person  and  the  course  of  the 
disease  through  the  community.” 

INDIVIDUAL  CASE-FINDING 

We  shall  now  discuss  the  details  which 
are  essential  for  a successful  program  to 
locate  sources  of  infection  and  contacts 
of  infected  persons  encountered  in  hos- 
pitals, clinics,  and  doctor’s  offices  (if  the 
doctor  asks  for  such  service). 

Undoubtedly,  many  of  you  here  today 
have  read  the  studies  on  case-finding  and 
case-holding  which  have  been  printed  in 
Venereal  Disease  Information.  The 
subject  matter  of  these  articles  is  used 
in  the  discussion  of  today  and  it  is  rec- 
ommended that  the  references  listed  on 
1 the  last  page  be  included  in  your  personal 
file  for  further  study. 

The  application  of  epidemiologic  prin- 
ciples to  the  control  of  venereal  diseases 
is  one  of  the  cardinal  points  in  the  pres- 
ent national  campaign  against  syphilis. 

1 ‘Find  syphilis ; treat  syphilis”  is  the  four- 
■ vord  summary  of  the  control  program. 

The  question  of  the  method  of  accom- 
6 ilishment,  the  relative  merits  of  compul- 

1 sion  and  persuasion  in  inducing  patients 
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to  take  treatment  after  they  are  found, 
are  still  much  discussed  topics  among 
health  authorities.  It  is  recognized  that 
the  venereal  diseases  are  in  a class  by 
themselves.  Helen  E.  Woods  has  pointed 
out  that  the  syphilis  patient  has  reason  to 
feel  himself  in  a special  class.  If  a case 
of  typhoid  fever  or  other  communicable 
disease  occurs  in  a home,  the  necessary 
isolation  of  the  case  has  the  sympathetic 
support  of  the  family  and  neighbors.  If, 
however,  a case  of  syphilis  occurs,  there 
is  no  neighborly  sympathy  nor  will  the 
patient’s  family  attend  with  the  same  de- 
votion. In  fact,  many  persons  seem  to 
have  a great  deal  of  contempt  toward  per- 
sons who  have  syphilis  and  it  sometimes 
seems  as  if  the  patient  and  not  the  disease 
is  the  menace  to  the  community. 

Compulsory  or  legal  method. — Some 
States  have  laws  making  it  the  duty  of 
physicians  to  report  to  the  State  depart- 
ment of  health  by  name  and  address  all 
cases  of  venereal  disease  treated  by  them 
and  to  include  in  the  report  the  name  of 
the  probable  source  of  infection.  Laws 
relating  to  the  control  of  venereal  diseases 
admonish  local  health  authorities  to  use 
“all  reasonable  means”  to  ascertain  the 
existence  of  cases  of  infectious  venereal 
diseases  in  their  respective  jurisdictions. 

Where  such  laws  have  been  enacted,  it 
has  been  the  practice  of  the  State  depart- 
ment of  health  to  refer  immediately  to  the 
local  health  officer  concerned  any  infor- 
mation about  the  sources  of  infection 
given  by  private  physicians  reporting 
cases  of  venereal  disease  under  their  care. 
This  has  been  interpreted  as  sufficient 
legal  basis  for  local  health  officers  to  re- 
quire the  examination  of  persons  reported 
to  be  spreading  syphilis  or  gonorrhea. 
Compulsory  examination  to  determine 
whether  or  not  a suspected  person  is  in- 
fected will  be  used  but  seldom,  compared 
to  the  large  number  of  cases  that  can  be 
persuaded  to  have  an  examination  made. 

In  some  instances,  however,  a clinic  pa- 
tient is  unwilling  or  unable  to  approach 
his  contacts  himself,  and  even  specialized 
clinic  personnel  cannot  accomplish  the 
desired  result,  that  is,  find  the  source  of 
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infection  and  other  contacts  of  the  clinic 
patient.  Usually  the  persons  involved  in 
such  cases  are  clandestine  prostitutes, 
vagrants,  itinerants  such  as  carnival 
company  employees  and  migratory  labor- 
ers, and  occasionally  just  naturally  vicious 
or  especially  ignorant  persons.  Situations 
of  this  sort  can  be  handled  only  by  local 
authorities  by  conference  between  the 
health  officer,  the  prosecuting  attorney, 
and  the  local  judge. 

How  far  the  compulsive  measures  gen- 
erally applicable  in  the  handling  of  other 
communicable  diseases  can  be  applied  to 
the  control  of  venereal  disease  and  the 
relative  value  of  compulsory  and  volun- 
tary response  methods,  has  been  studied 
by  Dr.  Norman  R.  Ingraham  and  Louise 
Brown  Ingraham.  Their  New  Jersey 
study  showed  that  the  persuasive  ap- 
proach is  about  50  percent  more  productive 
than  the  compulsive  method. 

The  persuasive  approach  method. — 
Louise  Brown  Ingraham  describes  the 
persuasive  approach  method  of  contact- 
tracing of  syphilis.  This  method  re- 
quires the  tender  but  direct  cultivation 
of  the  interest  of  the  patient  through 
friendliness,  sometimes  through  sym- 
pathy, often  by  a generous  performance 
of  some  personal  service.  There  must 
be  a quick  intuitiveness  to  grasp  oppor- 
tunities, to  sense  resistance  or  change  in 
attitude,  with  a readiness  to  advance,  to 
retreat,  to  withdraw.  The  patient’s  in 
terest  must  be  constantly  maintained  bj 
watchful  stimulation  during  the  entire 
interval  required  for  case-finding. 

“The  worker  hunting  infectious  syphi- 
lis learns  to  temporize  while  finding  out 
what  kind  of  people  his  ‘prospects’  are.” 
Someone  has  said,  “It  is  just  as  im- 
portant to  know  what  sort  of  a person 
has  syphilis  as  it  is  to  know  that  syphilis 
is  the  disease  a person  has.” 

No  two  cases  present  exactly  the  same 
problem  nor  can  they  he  dealt  with  in 
an  identical  manner.  The  attitude  of 
colored  patients  is  usually  that  they  ac- 
cept “bad  blood”  or  syphilis  as  an  in- 
evitable affliction,  free  from  disgrace, 
while  white  patients  look  upon  their  be- 


ing afflicted  with  syphilis  with  resent 
ment  and  frequently  are  suspicious  am 
vacillating  in  their  attitude  toward  th 
case  worker. 

The  preparation  of  the  patient  for  th 
contact  interview  is  an  important  prcj 
cedure.  The  doctor’s  examination  am 
a full  discussion  of  the  disease  from  ; 
public  health  standpoint  should  alway 
come  first. 

It  is  important  to  waste  no  time  ii 
beginning  to  identify  contacts,  exposures! 
and  possible  sources  of  infection,  but  rec 
ords  have  disclosed  that  a higher  per 
centage  of  patients  will  cooperate  in  givj 
mg  information  on  subsequent  visits  t> 
the  clinic.  Make  haste  slowly  is  appli 
cable.  Get  acquainted  before  expectin 
maximum  cooperation. 

Louise  Brown  Ingraham  says : “Pei 
haps  it  is  asking  too  much  to  expect  th 
syphilis  patient  to  be  in  any  frame  o 
mind  to  reveal  much  of  his  personal  ex 
periences  on  his  first  harrowing  day  ii 
the  clinic.  His  anxious  fears  have  beep 
confirmed  by  the  physician’s  diagnosis 
he  has  run  the  gantlet  of  admission 
routine  and  has  been  the  victim  of  pain 
ful  procedures.  With  the  healing  proc- 
esses of  time  and  arsphenamine,  he  wil 
be  in  a more  favorable  state  to  discus, 1 
the  sociological  phases  of  his  infectioi 
on  a later  visit  to  the  clinic.  Firs! 
failures  do  not  close  the  investigatioi 
but  pave  the  way  to  further  eultivatioi 
of  confidence. 

“The  initial  interview  is  the  founda 
tion  of  all  our  hopes  for  success  with  th< 
individual  who  has  syphilis.  It  involve: 
an  interpretation  to  the  patient  which 
will  enable  him  to  accept  syphilis  as  hi: 
present  illness.  It  is  the  basis  for  hi: 
observance  of  infectious  precautions.  I 
is  an  attempt  to  forestall  his  lapse  fron 
treatment.  It  may  uncover  persona 
problems  that  limit  his  ability  to  under 
take  the  treatment.  It  prepares  anc 
often  completes  the  necessary  arrange 
ments  for  the  examination  of  contacts! 
In  fact,  I suggest  that  the  intelligen 
interpretation  of  syphilis  may  even  ineai 
the  beginning  of  effective  person  to  pei 
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•son  propaganda  for  the  control  of  this 
* disease. 

e “Dr.  Gerald  Pearson  says : ‘The  de- 
velopment of  a positive  type  of  relation- 
ship is  as  important  for  rapport  between 
' the  syphilis  patient  and  his  physician  as 
Sn  the  early  stages  of  psychiatric  treat- 
ment.’ The  social  worker,  as  the  busy 
physician’s  assistant,  interviews  on  a 
personal  level  and  lays  the  groundwork 

I for  a long-time  relationship  with  each 
’patient. 

( “It  is  only  fair,  and  it  is  also  an  ad- 
vantageous mode  of  approach,  to  give  the 
'patient  to  understand  that  he  has  valid 

II  and,  in  fact,  excellent  reasons  for  dis- 
closing his  personal  experiences.  The  in- 
terpretation of  the  syphilitic  patient’s 

luty  to  the  community  should  be  logical 
1 and  convincing.  The  prevalence  of  syph- 
h lis  and  its  unsuspected  presence  in  the 
(i  community  is  therefore  explained  to  each 
3 aatient  with  understandable  simplicity. 

: 1 feeling  of  responsibility  for  warning 
' others  and  preventing  suffering  can  be 
’ leveloped  in  most  patients.  Before  the 
" lames  of  exposures  are  asked  for,  the 
oatient  is  convinced  of  his  good  fortune 
n discovering1  his  own  illness  while  it 
an  be  controlled  and  has  developed  a 
lympathy  for  other  victims  of  syphilis 
gnorant  of  their  infection.  The  patient 
3 assured  of  his  freedom  from  guilt  in 
nwittingly  exposing  others,  and  thus  his 
ifector  similarly  may  be  held  blameless. 
“Effort  should  be  constantly  directed 
award  teaching  the  patient  the  manner 
i which  he  may  seek  out  his  own  eon- 
acts  and  persuade  them  to  report  for 
ledical  examination.  The  technic  just 
escribed  and  readily  understood  by  the 
aajority  of  patients  suggests  the  use  of 
similar  method  in  their  own  activities 
itside  the  hospital.  If  the  patient’s  con- 
lence  is  won,  he  willingly  trusts  the 
•cial  worker  to  act  through  him  in 
itting  contacts  examined.” 

Dj  She  describes  how  contacts  are  identi- 
id  id,  located,  and  persuaded  to  submit  to 
:amination.  She  advises  that  in  discus- 
10  ons  with  a reported  contact  the  name 
pi  the  informer  be  diplomatically  con- 
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cealed  as  it  lessens  the  possibility  of  mis- 
taken identity  and  gives  the  contact  a 
sense  of  protection  and  confidence. 

Many  workers  in  the  field  of  syphilis 
control  will  agree  with  her  comments 
that  “The  method  used  in  the  voluntary 
approach  to  the  infectious  syphilis  car- 
rier is  commended  by  the  evidence  of  its 
success.” 

“Persuasion  as  a public  health  practice 
may  be  defined  as  an  offer  of  aid  so  con- 
vincingly extended  and  so  helpfully 
applied  as  to  earn  willing  acceptance.” 

“A  small  organization  for  the  treatment 
of  syphilis  can,  through  the  use  of  the 
voluntary  approach,  obtain  a following  of 
faithful  patients  who  will  support  its 
chosen  public  health  activities  and  assist 
in  the  spreading  of  intelligent  syphilis 
propaganda.” 

In  this  discussion,  case-finding  has 
been  considered  separately  from  case- 
holding, although  the  two  procedures 
have  much  in  common.  If  a patient  is 
found  by  the  right  method,  it  will  not 
be  difficult  to  hold  the  case. 

CASE-HOLDING 

Case-holding  is  vital  to  the  public 
health  program  for  venereal  disease  con- 
trol. The  technic  which  has  already  been 
discussed  with  respect  to  methods  of  case- 
finding is  applicable  to  case-holding.  The 
friendly  attitude  toward  the  patients  who 
are  discovered  in  a case-finding  program 
establishes  the  basis  for  having  the  in- 
fected person  remain  under  treatment 
until  he  is  pronounced  cured,  but  in  addi- 
tion to  this  relationship  there  are  other 
elements  that  are  essential  to  make  case- 
holding an  easier  problem. 

The  clinic  where  treatment  is  given 
has  a great  deal  to  do  with  whether  or 
not  a patient  will  continue  treatment. 
There  should  be  adequate  and  pleasant 
waiting-room  facilities  and  sufficient 
treatment  space  to  give  the  necessary 
privacy.  Clinics  should  be  located  where 
they  are  accessible  to  the  patients,  and 
the  hours  of  clinic  service  should  be  such 
that  the  largest  number  of  patients  can 
visit  the  clinic  with  the  least  incon- 
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venience  to  themselves.  A venereal  dis- 
ease clinic  should,  when  practicable,  be 
located  witli  other  clinics  of  a hospital  or 
dispensary.  This  enables  the  patient  to 
conceal  from  his  associates  the  type  of 
disease  he  has  and  is  helpful  to  the  clinic 
doctor  in  having  consultants  available. 

Everyone  connected  with  the  clinic 
should  bear  in  mind  that  the  clinic  is  for 
the  patient  and  not  for  the  convenience  of 
the  doctors,  nurses,  and  other  workers. 
Clinics  are  treating  syphilis,  not  charity 
patients.  The  clinic  staff  should  not  take 
the  attitude  that  they  are  doing  a favor 
to  the  patient  by  treating  him,  but  should 
make  the  patient  feel  that  he  is  discharg- 
ing his  obligation  not  only  toward  himself 
but  toward  his  family  and  the  community 
in  which  he  lives.  Whenever  this  feeling 
of  responsibility  on  the  part  of  the  patient 
can  be  cultivated,  that  patient  will  con- 
tinue treatment  until  he  is  discharged  by 
the  clinic  doctor. 

There  should  be  a large  enough  staff 
connected  with  the  clinic  so  that  the  pa- 
tient will  not  feel  that  he  is  being  hurried 
through  without  receiving  all  the  atten- 
tion and  repeated  instructions  that  all 
patients  need.  Everybody  working  in  the 
clinic,  the  doctors,  the  nurses,  the  follow- 
up workers,  the  clerks,  even  the  janitor 
if  there  is  one,  should  feel  a sense  of 
responsibility  toward  the  patients  who 
present  themselves  for  treatment.  If  the 
case  worker  who  brought  the  patient  to 
the  clinic  is  friendly  and  helpful,  but  the 
clerk  who  makes  the  records,  or  the  nurse, 
or  anyone  else  takes  an  unfriendly  atti- 
tude, the  patient  is  likely  to  stay  away 
because  he  does  not  like  some  particular 
person  in  the  clinic.  Crowds,  a dull 
needle,  an  indifferent  doctor,  a snippy 
nurse  are  excuses  good  enough  to  cause 
patients  to  discontinue  treatment  when 
symptoms  subside. 

The  efficiency  of  a system  that  culti- 
vates a friendly  attitude  toward  the  pa- 
tient has  been  demonstrated  in  England. 
Colonel  Harrison,  who  has  had  charge  of 
syphilis  control  in  England  for  more  than 
20  years,  said  upon  the  occasion  of  a visit 
he  made  to  New  York  about  2 years  ago 
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that  no  follow-up  system  was  used  in  Eng- 
lish clinics  except  for  a very  few  recal- 
citrant cases.  He  said  their  clinic  pa- 
tients kept  coming  to  the  clinic  until  their 
treatment  was  completed  because  they 
regarded  the  clinic  staff  as  friends  and  the 
clinic  as  a place  where  they  could  always 
be  sure  of  a cordial  greeting  and  helpful 
advice. 

Many  patients  need  actual  service  out-; 
side  the  clinic  to  enable  them  to  keep 
their  appointments.  There  are  many 
hindrances  which  must  be  overcome,  such 
as  the  care  of  young  children  or  the  lack 
of  transportation,  which  problems  can 
sometimes  be  solved  by  soliciting  the  help 
of  other  agencies. 

The  difficult  type  of  absentee  patient 
to  deal  with  is  one  who  has  been  under 
treatment  for  some  time,  and  who  reasons 
that  if  he  hasn’t  been  cured  by  the  treat- 
ment he  has  received,  he  never  will  be. 
He  has  no  fear  of  the  disease  involving 
the  heart  and  blood  vessels,  or  the  central 
nervous  system.  He  feels  well,  and  sees 
no  likelihood  of  anything  happening  to 
him.  Such  cases  are  a real  challenge  to 
any  worker,  and  to  convince  such  a pa- 
tient of  the  need  for  prolonged  treatment 
requires  patience,  tact,  personality,  en- 
thusiasm, a thorough , knowledge  of  the 
disease  and  an  evident  sincerity  of 
purpose. 

When  clinic  patients  become  irregular 
in  attendance  they  should  be  followed  up 
at  once  by  one  or  more  of  the  various 
methods  in  use,  such  as  letters,  office  inter- 
views, home  visits,  and,  if  necessary,  co- 
ercive measures. 

Letters. — Many  patients  can  be  brought  | 
back  by  a carefully  worded  letter  in  which 
the  disease  is  not  mentioned  by  name. 
The  letter  should  be  personal,  not  a 
mimeograph  form,  sent  out  in  a plain 
envelope  with  a post  office  box  number 
as  the  return  address.  If  some  incident 
or  expression  peculiar  to  the  case  can  be 
mentioned  in  the  letter,  the  patient  will 
feel  that  genuine  interest  is  being  shown 
in  his  welfare  and  will  respond  by  re- 
turning to  the  clinic. 
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Office  interviews. — Many  patients  will 
comply  with  a request  to  come  to  the  of- 
fice of  a worker  for  an  interview  if  the 
note  is  signed  by  a name  familiar  to  him 
through  previous  clinic  visits.  The  office 
interview  gives  an  opportunity  to  impart 
a more  thorough  understanding  of  the 
disease,  treatment  needs,  clinic-patient 
relationship,  and  community  responsi- 
bility. The  patient  will  talk  more  freely 
in  the  office  of  a worker  than  he  would 
at  home  where  someone  may  be  listening, 
interruptions  may  occur,  or  questions  may 
be  asked  by  the  family  after  the  worker 
leaves. 

Home  visits. — Skill  in  home  visiting  can 
be  acquired  only  by  experience.  Each 
visit  is  different  from  another,  as  is  each 
patient,  in  type,  nationality,  mentality, 
and  peculiarities  of  each  family  group. 

In  connection  with  home  visits,  it  is  es- 
sential that  the  worker  keep  in  close  touch 
with  other  social  and  health  agencies. 
There  must,  of  course,  be  close  coordina- 
tion between  the  clinic  nurse  and  the  field 
worker  engaged  in  finding  cases.  If  there 
are  in  the  community  trained  workers, 
such  as  child  hygiene  nurses,  school 
nurses,  case  workers  of  various  agencies 
' or  Red  Cross  nurses,  who  have  close  con- 
tact with  the  family,  a word  from  any  of 
these  may  do  much  to  influence  the  pa- 
tient’s conduct.  If  there  is  a generalized 
public  health  nursing  program  under  one 
supervisor  with  a central  office,  the  prob- 
lem of  utilizing  the  agencies  will  be 
facilitated. 

The  interviewer  must  be  alert  to  take 
advantage  of  leads  the  patient  gives  dur- 
ing the  conversation.  Miss  Cadwallader 
tells  of  a young  colored  girl  named  Nancy 
who  had  been  told  by  the  doctor  that 
she  would  require  a year  to  18  months  of 
treatment.  Nancy  said,  “Well,  how  is  it 
Frances  has  been  coming  for  3 years?” 
The  worker  suggested  that  she  ask 
Frances  if  she  came  every  week.  Nancy 
replied  that  she  knew  Frances  came  only 
when  she  felt  like  it.  She  convinced  her- 
self of  the  need  for  regularity  in  treatment 
more  effectively  than  the  worker  could 
fiave  done  in  an  extended  conversation. 
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Coercive  methods.- — When  an  infectious 
patient  disregards  all  efforts  to  persuade 
him  to  take  treatment,  the  local  health 
officer  is  empowered  in  most  States  and 
large  cities  to  isolate  such  cases — some- 
times in  a county  or  city  hospital  or  by 
commitment  to  a State  institution.  In- 
fectious promiscuous  women,  vagrants, 
itinerants  and  other  unfortunates  are  the 
only  class  of  patients  likely  to  be  handled 
in  this  manner.  Commitment  or  other 
compulsory  isolation  should  be  invoked 
only  as  a last  resort  when  it  is  obvious  no 
other  course  offers  any  hope  of  success 
in  preventing  the  spread  of  the  disease. 

This  discussion  of  case-finding  and  case- 
holding must  close  on  the  note  which  has 
been  the  underlying  theme  of  all  that  has 
been  said. 

Dr.  John  H.  Stokes  says  that  syphilis 
is  not  brought  to  a cure  by  the  injection 
of  drugs  into  an  infected  person,  but  that 
“the  uprooting  of  the  disease  from  its  hold 
upon  humanity  is  done  by  the  eye,  the 
voice,  the  understanding  and  sympathetic 
spirit  without  which  our  much  gathering 
of  knowledge  is  but  the  unliving  dust.” 
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DIAGNOSIS 


The  diagnosis  and  treatment  of  salpin- 
gitis. H.  J.  Drew  Smythe.  Practi- 
tioner, London,  145:  156-162,  Sept. 

1940. 

The  commonest  causes  of  acute  sal- 
pingitis are  gonorrhea  and  pyogenic  in- 
fection following  parturition.  The  on- 
set of  symptoms  of  gonococcal  salpingitis 
may  coincide  in  severe  infections  with 
the  onset  of  acute  urethritis  and  vul- 
vitis, but  it  usually  comes  on  7 to  14 
days  later,  as  the  result  of  extension 
of  the  infection  from  the  vulval  region  by 
douching.  This  is  especially  so  if  a 
douche  nozzle  is  used  which  prevents  the 
free  escape  from  the  vagina  of  the  fluid 
used  in  the  douche.  Not  only  is  the 
gonococcus  injected  into  the  uterus  but 
other  organisms  are  introduced  and,  in- 
stead of  a pure  gonococcal  infection  of 
the  tube,  a mixed  infection  develops, 
which  is  much  more  dangerous.  In  the 
common  ascending  gonococcal  infection, 
the  tubal  infection  is  pure  and  as  such  is 
more  easily  localized  and  cured  and 
leaves  less  permanent  tubal  damage. 
Pure  gonococcal  infection  gives  rise  to 
an  acute  salpingitis,  chiefly  affecting  the 
mucosa  of  the  tube,  and  is  always  asso- 
ciated with  a localized  pelvic  peritonitis. 

Vaginal  examination  is  essential  for 
differential  diagnosis.  In  gonococcal 
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cases,  vaginal  examination  will  show  the 
presence  of  urethritis  and  vulvitis  and 
the  discharge  of  pus  from  the  vagina. 
Pus  from  the  urethra  may  be  expressed 
and  swabs  taken  for  bacteriologic  exami- 
nation. 

Gonorrheal  cases  rarely  require  op- 
eration. The  diagnosis  of  acute  salpin- 
gitis having  been  made,  the  treatment 
should  be  rest  in  bed  in  Fowler’s  posi- 
tion, morphine,  hot  fomentations  to  the 
lower  abdomen,  light  diet,  mild  aperients 
or  an  enema  if  necessary.  Sulfapyri- 
dine  (M  & B 693)  should  be  given  in 
high  dosage,  6 tablets  (3  gm.)  at  once, 
followed  in  4 hours  by  3 tablets  and 
thereafter  2 tablets  every  4 hours  during 
waking  hours.  This  treatment  should 
cease  after  72  hours.  Under  such  treat- 
ment the  number  of  cases  requiring  op- 
erative interference  is  small. 

Carcinoma  of  the  cervix  on  a gonorrheal 

basis?  E.  Leinzinger.  Deutsche  med. 

Wchnsehr.,  Berlin,  66:  766-768,  July 

12,  1940. 

The  author  reports  in  detail  two  cases 
in  which  there  was  concomitant  gon- 
orrheal cervicitis  and  carcinoma  of  the 
cervix.  Both  cases  occurred  in  young 
women  with  acute  gonorrhea  whose  ages 
were  25  and  30  years  respectively.  Cer- 
vical biopsies  were  made  from  1 to  5 
weeks  after  the  beginning  of  treatment 
for  gonorrhea  because  of  a persistent 
erosion  of  the  cervix  in  spite  of  treat- 
ment. One  patient  who  was  treated 
with  X-ray,  later  had  a recurrence  and 
died ; the  other  patient  had  a radical  op- 
eration and  survived. 

The  author  draws  the  following  con- 
clusions from  these  observations : (1)  It 
has  to  be  kept  in  mind  that  a malignant 
erosion  of  the  cervix  may  be  accom- 
panied by  an  acute  gonorrheal  infection. 
(2)  A biopsy  should  be  made  if  a cer- 
vical erosion  does  not  respond  to  treat- 
ment. (3)  Even  if  the  biopsy  shows  no 
malignant  changes,  it  has  to  be  kept  in 
mind  that  the  section  examined  perhaps 
did  not  include  the  neoplasm  even 
though  one  is  present ; therefore  the 
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patient  should  be  kept  under  observation. 
(4)  In  the  observation  of  patients  fol- 
lowing gonorrheal  infection  particular 
note  should  be  made  of  the  condition  of 
the  cervix. 

Transient  amaurosis  produced  by  vascu- 
lar neurosyphilis.  Wallace  Marshall. 

Quart.  Bull.  Northwestern  Univ.  M. 

School,  Chicago,  14:  192,  Winter  Quar- 
ter, 1940. 

A white  woman  22  years  of  age,  had 
periods  of  temporary  blindness  associated 
with  marked  dizziness,  occipital  head- 
aches, and  coma  which  began  in  the  fall  of 
1939.  Between  the  attacks  of  blindness 
she  had  short  periods  of  normal  vision. 

The  pattern  of  an  attack  was  as  follows : 
(1)  A “fogginess”  of  vision  accompanied 
by  a “pulling  or  burning”  sensation  in 
both  eyes  which  was  present  for  about  30 
minutes.  (2)  The  patient  then  rapidly 
lost  color  discrimination  and  the  ability 
to  distinguish  objects,  all  within  a 10-min- 
ute  period.  (3)  Her  pupils  dilated  prior  to 
the  onset  of  these  attacks.  (4)  The  vision 
returned  as  gradually  as  it  had  left  her, 
color  discrimination  being  the  last  to  re- 
turn. (5)  The  eyelids  then  became  edema- 
tous and  discolored,  followed  by  marked 
lacrimation.  During  severe  attacks,  the 
sister  of  the  patient  was  unable  to  awaken 
her. 

The  patient’s  hemoglobin  was  34  percent 
and  the  erythrocyte  count  was  2,030,000, 
when  she  was  first  examined.  Spleno- 
megaly also  was  noted.  Under  iron  and 
liver  therapy,  her  erythrocyte  count  rose 
to  2,910,000  and  then  dropped  markedly 
following  another  amaurotic  episode. 

It  was  discovered  that  she  had  previ- 
ously been  treated  for  syphilis,  although 
blood  and  spinal  fluid  tests  were  negative 
at  this  time. 

Treatment  consisted  of  thiamine  chlo- 
ride (1  mg.  three  times  daily),  together 
with  daily  injections  of  liver  extract  sub- 
cutaneously and  iron  by  mouth.  Her 
headaches  and  dizziness  subsided  with 
this  therapy.  The  transient  amaurotic  at  ■ 
tacks  lessened  considerably  in  their  in- 
tensity and  periodicity  with  potassium 
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iodide  orally  and  intramuscular  bismuth 
injections.  Subsequently  she  was  given 
mapharsen  in  0.04  gm.  weekly  intrave- 
nous injections  for  8 weeks.  This  was  fol- 
lowed by  weekly  injections  of  tryparsa- 
mide.  The  last  attack  of  amaurosis,  one 
month  after  the  preceding  attack,  lasted 
one  day,  during  which  she  could  see  ob- 
jects but  had  no  color  discrimination.  She 
subsequently  returned  to  work,  and  be- 
came entirely  free  from  the  symptoms  of 
transient  amaurosis. 

The  author  comments  that  early  vascu- 
lar neurosyphilis  often  presents  mislead- 
ing symptoms.  It  should  be  suspected 
even  if  the  serologic  reports  of  the  blood 
and  spinal  fluid  are  negative,  especially 
when  unexplained  anemia,  accompanied 
by  dizziness  and  headache,  is  present. 
Cortical  irritation  may  produce  angio- 
spastic phenomena  as  illustrated  by  the 
presence  of  transient  amaurosis. 

Headache  of  syphilitic  origin.  E.  W. 

Netherton.  M.  Clin.  North  America, 

Philadelphia,  24 : 349-364,  Mar.  1940. 

Headache  is  a common  and  distressing 
symptom  which  may  be  caused  by  many 
different  and  unrelated  conditions.  The 
possibility  of  syphilis  as  an  etiologic  fac- 
tor should  be  considered  in  cases  in  which 
the  cause  of  headache  has  not  been 
determined. 

A thorough  examination  of  a patient 
who  complains  of  an  intermittent,  stupe- 
fying headache  should  include  a blood 
serologic  test  and  a cerebrospinal  fluid 
examination.  In  some  cases  of  late 
neurosyphilis  the  serologic  reaction  and 
spinal  fluid  findings  may  be  normal. 

Headache  of  syphilitic  origin  may  oc- 
cur during  the  early  or  late  stages  of 
the  disease.  In  the  early  stages  of  syph- 
ilis, headache  is  usually  caused  by  syph- 
ilitic meningitis.  Headache  is  not  an  un- 
common, but  seldom  a major  symptom  of 
untreated  secondary  syphilis.  Headache 
which  occurs  during  treatment  or  follow- 
ing a lapse  in  inadequate  treatment  of 
acute  syphilis  should  be  considered  seri- 
ously as  it  may  be  the  initial  symptom 
of  neurorecurrence.  In  such  a case  the 
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spinal  fluid  should  be  examined  without 
delay. 

Headache  is  a frequent  symptom  of  late 
neurosyphilis  of  the  meningovascular 
type.  It  may  be  the  only  symptom  and 
may  precede  by  weeks  or  months  the 
appearance  of  neurologic  signs.  The 
headache  is  usually  severe  and  is  in  the 
frontal  or  occipital  regions.  It  is  usually 
intermittent  and  sometimes,  but  not  al- 
ways, tends  to  occur  at  night.  The  head- 
ache of  late  neurosyphilis  is  frequently 
accompanied  by  one  or  more  symptoms, 
such  as  irritability,  insomnia,  dizziness, 
nausea,  and  vomiting.  Headache  is  sel- 
dom an  important  symptom  of  parenchy- 
matous neurosyphilis,  but  mental  deterio- 
ration of  variable  degree  may  occur  in 
patients  suffering  from  headache  due  to 
late  meningovascular  syphilis. 

Diabetes  mellitus  and  syphilis.  A study 

of  two  hundred  and  fifty-eight  cases. 

L.  Tillman  McDaniel,  Herbert  H. 

Marks  and  Elliott  P.  Joslin.  Arch. 

Int.  Med.,  Chicago,  66:  1011-1051,  Nov. 

1940. 

The  relationship  of  diabetes  mellitus 
and  syphilis  occurring  in  the  same  pa- 
tient has  for  several  decades  been  a 
frequent  subject  of  discussion  by  clini- 
cians in  all  countries.  In  the  latter  part 
of  the  nineteenth  century  much  was  writ- 
ten to  the  effect  that  syphilis  was  either 
the  sole  cause  or  a frequent  cause  of 
diabetes  mellitus.  Many  physicians  con- 
sidered diabetes  mellitus  to  be  a so-called 
parasyphilitic  disease.  The  discovery  and 
adoption  of  serologic  tests  rapidly  dis- 
persed notions  of  parasyphilitic  disease, 
and  the  application  of  laboratory  tests 
for  the  determination  of  urine  and  blood 
sugar  values  greatly  clarified  the  situa- 
tion found  in  true  diabetes  mellitus. 

Of  a total  of  15,095  patients  with  dia- 
betes mellitus  observed  by  the  authors, 
there  were  only  258  (1.7  percent)  with 
proved  evidence  of  syphilis.  The  authors 
analyze  the  cases  of  these  258  patients 
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and  review  the  literature  on  diabetes  and 
syphilis  occurring  in  the  same  patient. 
Nearly  87  percent  of  these  258  patients 
had  syphilis  in  the  latent  stage. 

In  their  review  of  cases  presented  in 
the  literature  as  instances  of  diabetes  due 
to  syphilis,  the  authors  found  that  prac- 
tically all  of  the  cases  failed  to  satisfy 
criteria  considered  essential  for  proof  of 
this  relationship.  The  chief  factors  in 
the  causation  of  diabetes  (heredity  posi- 
tive for  diabetes,  the  state  of  being  over- 
weight, and  the  age  at  onset  of  diabetes) 
were  shown  to  be  the  same  for  diabetic 
patients  with  syphilis  as  for  diabetic 
patients  without  syphilis. 

If  “syphilitic  diabetes’’  occurs,  the  au- 
thors believe  that  theoretically  it  would 
most  likely  be  a late  manifestation  of 
syphilis  occurring  in  older  persons,  except 
in  patients  with  congenital  syphilis  in 
whom  diabetes  is  uncommon.  Part  of  the 
evidence  against  the  relationship  of  the 
two  diseases  is  the  fact  that  there  is  a 
marked  difference  between  the  sexes  in 
the  duration  of  syphilis  before  the  onset 
of  diabetes. 

For  evaluation  of  results  of  antisyph- 
ilitic therapy,  a diabetic  patient  with 
syphilis  must  be  regulated  on  a constant 
diabetic  regimen.  A diabetic  patient  with 
syphilis  may  be  given  antisyphilitic  treat- 
ment with  the  same  considerations  given 
to  any  patient  concerning  the  plan  of 
treatment.  To  be  certain  that  antisyph- 
ilitic treatment  has  improved  or  cured  dia- 
betes, a case  must  be  followed  for  years 
and  the  condition  checked  with  dextrose 
tolerance  tests. 

In  this  series  of  258  patients  there  was 
not  a single  instance  of  cure  of  diabetes 
brought  about  by  optimum  antisyphilitic 
treatment.  A patient  with  the  two  dis- 
eases did  not  usually  appear  to  have  any 
type  of  diabetes  different  from  that  of  the 
ordinary  patient  of  the  same  age. 

The  authors  have  not  been  able  to  recog- 
nize the  characteristics  of  such  a clinical' 
entity  as  “syphilitic  diabetes.” 
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TREATMENT 


Long-term  results  in  the  treatment  of 
early  syphilis.  Paul  Padget.  Am.  J. 
Syph.,  Gonor.  & Ven.  Dis.,  St.  Louis, 
24:  692-731,  Nov.  1940. 

In  a survey  of  the  literature  the  author 
found  no  satisfactory  long-term  evalua- 
tion of  the  results  of  attempts  to  treat 
patients  with  early  syphilis  by  modern 
methods. 

In  this  article  the  author  analyzes  the 
results  of  treatment  of  551  patients  who 
were  treated  for  early  syphilis  and  then 
completely  reexamined  5 or  more  years 
after  the  termination  of  their  original 
treatment.  The  period  of  posttreatment 
observation  was  more  than  5 but  less  than 

110  years  (mean  7.6  years)  in  278  patients, 
and  it  was  more  than  10  years  (mean  14 
years)  in  273  patients.  The  mean  period 
of  observation  was  10.8  years  for  the  group 
as  a whole. 

The  material  of  this  study  cannot  be 
considered  a random  sample  because  there 
were  more  colored  women  (at  the  expense 
of  men  of  both  races)  than  was  typical  for 
the  clinic  from  which  the  patients  were 
drawn.  The  effort  was  made  to  nullify 
this  objection  by  carefully  defining  all 

1 collateral  and  conditioning  factors. 

Comparison  of  the  results  of  examina- 
tion at  approximately  5 years  and  at  10 
or  more  years  after  the  original  treatment 
for  early  syphilis  in  the  268  patients  on 
n jwhom  such  comparative  examinations 
i(j  were  made  revealed  no  patient  with  a less 
jn{  satisfactory  result  at  the  latter  examina- 
tion than  at  the  former.  The  author  con- 
siders this  fact  to  be  of  crucial  importance. 

Analysis  of  the  final  outcome  by  race 
and  sex  revealed  no  significant  difference 
t#in  the  incidence  of  “cure.”  Among  those 
A who  did  not  achieve  “cure,”  however, 
neurosyphilis  was  2%  times  as  frequent 
among  the  whites.  The  Negroes  of  the 
group  had  cardiovascular  syphilis  more 
often,  but  the  majority  of  the  unsatisfac- 


tory results  observed  in  these  patients 
consisted  of  the  persistence  of  a positive 
serologic  test  for  syphilis  in  the  blood 
without  other  manifestations  of  the  dis- 
ease. Neurosyphilis  was  also  2%  times  as 
common  among  the  men  as  among  the 
women  who  were  not  “cured.” 

Elevation  of  the  blood  pressure  did  not 
prejudice  the  prospects  of  attaining 
“cure”  for  the  53  patients  who  sometimes 
or  always  were  found  to  have  a systolic 
pressure  above  145  mm.  of  mercury.  The 
presence  of  abnormalities  in  the  cerebro- 
spinal fluid  was  found  greatly  to  reduce 
the  percentage  of  “cures”  attained,  and 
the  reduction  was  in  proportion  to  the 
severity  of  the  abnormalities. 

Among  the  534  patients  treated,  the 
best  results  were  observed  among  those 
who  began  treatment  during  the  seroneg- 
ative primary  stage,  of  whom  82  percent 
achieved  “cure.”  The  worst  results,  only 
55  percent  of  cures,  were  seen  among 
patients  whose  treatment  was  begun  in 
the  seropositive  primary  stage.  Among 
patients  with  secondary  syphilis  when 
treatment  began,  68.8  percent  were 
“cured,”  and  in  those  with  early  latent 
syphilis,  58.7  percent  were  “cured.” 
These  differences  are,  according  to 
the  author,  probably  to  be  explained 
on  the  basis  of  the  immune  re- 
action of  the  host  to  the  parasite  and 
its  disruption  by  treatment.  Emphasis  is 
placed  on  the  fact,  that  while  the  inci- 
dence of  “cure”  was  higher  in  the  patients 
who  came  under  treatment  with  second- 
ary syphilis  than  among  those  in  the  early 
latent  group,  the  incidence  of  a persist- 
ently positive  serologic  test  for  syphilis 
without  other  evidence  of  the  disease  was 
more  than  twice  as  great  in  the  latter  as 
in  the  former.  Neurosyphilis  was  more 
than  twice  as  common  among  those  who 
began  treatment  with  seropositive  pri- 
mary syphilis  as  among  the  others,  and  it 
accounted  entirely  for  the  increased  inci- 
dence of  unsatisfactory  results  in  this 
group. 

The  best  results  were  observed  in  the 
patients  who  began  treatment  with  syphi- 
lis of  less  than  1 month’s  duration,  while 


r 


Venereal  Disease  Information,  February  19bl 


55 


the  worst  results  were  seen  in  those  whose 
treatment  began  during  the  second  month 
of  the  disease. 

The  development  of  early  or  interme- 
diate relapse  was  found  to  be  of  grave 
prognostic  significance.  “C  ure”  was 
nearly  three  times  as  common  among 
those  who  were  not  observed  to  relapse 
as  in  those  who  were,  and  neurosyphilis 
was  approximately  6 times  as  common 
among  the  latter. 

“Cure”  was  attained  by  83.4  percent  of 
the  patients  whose  treatment  during  the 
first  6 months  was  by  a continuous  sys- 
tem, and  this  increased  to  90.4  percent  if 
treatment  during  the  second  6 months  was 
likewise  continuous. 

This  was  in  sharp  contrast  to  intermit- 
tent and  irregular  treatment,  of  which 
the  former  was  approximately  equal  to  no 
treatment  at  all  (35.3  percent  spontaneous 
“cure”)  and  the  latter  was  no  better.  In 
view  of  this  and  other  considerations,  the 
author  raises  the  question  as  to  whether, 
if  the  patient  will  not  cooperate  to  re- 
ceive regular  treatment,  it  would  not  be 
better  to  give  no  treatment  at  all  rather 
than  irregular  or  intermittent  treatment. 

Patients  who  were  given  seven  to  nine 
injections  of  arsphenamine  during  the 
first  3 months  did  as  well  as  those  who 
had  twice  as  much  treatment  scattered 
over  the  first  2 years. 

The  results  of  this  study  indicate  that 
serologic  testing  is  not  sufficient  to  de- 
termine the  true  status  of  patients  who 
were  treated  for  early  syphilis  in  the  past, 
and  that  complete  and  painstaking 
periodic  physical  examination  is  likewise 
essential. 

For  practical  purposes,  a patient  who 
has  done  well  for  5 years  following  the 
termination  of  treatment  for  early  syphi- 
lis, and  at  that  time  has  no  signs  of  the 
disease,  may  be  discharged  from  further 
observation. 

Diagnosis  and  treatment  of  syphilis  in 

infancy  and  the  teen  age.  F.  E.  Senear. 

Illinois  M.  J.,  Chicago,  78:  448-457, 

Nov.  1940. 

The  author  discusses  the  incidence, 
diagnosis,  and  treatment  of  prenatal 
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syphilis.  He  briefly  reviews  the  literature 
on  the  subject. 

He  states  that  sulfarsphenamine  is  the 
drug  of  choice  in  infants,  in  whom  the 
intravenous  route,  required  for  the  use 
of  arsphenamine,  neoarsphenamine,  or 
mapharsen,  is  difficult  to  employ.  Some 
authorities  advise  that  a short  course  of 
treatment  with  a heavy  metal  be  given 
before  beginning  the  use  of  sulfarsphena- 
mine, but  most  writers  believe  that  the 
arsenical  should  be  used  at  the  outset  un- 
less the  infant’s  condition  is  such  that  ! 
it  may  not  survive  the  initial  therapeutic  I 
shock  resulting  from  the  drug.  In  such 
cases  from  2 to  3 weeks  of  treatment  with 
mercury  should  be  carried  out  before  giv- 
ing the  first  injection  of  sulfarsphenamine. 
In  general,  small  first  doses  are  to  be 
recommended,  about  5 to  10  mg.  per  kilo 
of  body  weight,  rapidly  increasing  the 
dose  to  a maximum.  The  maximum  for 
some  is  15  mg.  per  kilo,  for  others  it  is 
up  to  25  mg.  per  kilo.  After  a series  of 
8 to  10  such  injections  weekly  a heavy 
metal  may  be  employed,  bismuth  subsali- 
cylate (in  doses  of  2 mg.  per  kilo)  being 
most  favored.  All  writers  insist  upon  the 
necessity  of  prolonged  treatment,  Moore 
suggesting  a minimum  of  40  injections  of 
sulfarsphenamine  and  'an  equal  number 
of  injections  of  bismuth  or  its  equivalent 
in  mercury,  the  first  course  of  heavy  metal 
lasting  4 weeks  while  succeeding  courses 
of  the  heavy  metal  are  of  gradually  in- 
creasing length.  Some  writers  have 
recommended  bismarsen  as  an  alternative 
drug,  but  the  results  in  general  with  this 
drug  are  not  as  favorable  as  with  the 
above  combination. 

Acetarsone,  a penta valent  arsenical,  has 
been  recommended  by  some  for  the  treat- 
ment of  congenital  syphilis.  Other 
writers,  however,  caution  that  most  of 
the  patients  treated  have  not  been  fol- 
lowed for  a sufficient  length  of  time  to 
permit  a definite  evaluation. 

The  prognosis  of  cases  of  prenatal 
syphilis  depends  upon  the  virulence  of  the 
infection  in  the  early  days  of  life  and 
upon  the  amount  of  treatment  given  to 
both  mother  and  child.  The  period  of 
greatest  danger  is  the  first  6 months  of 
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life.  Nearly  all  infants  who  show  definite 
clinical  evidence  of  the  disease  in  the  first 
3 to  4 weeks  of  life  die,  while  if  clinical 
signs  do  not  appear  until  2 to  6 months 
after  birth,  the  mortality  rate  drops  to 
about  17  percent.  If  symptoms  do  not  ap- 
pear until  the  age  of  7 to  8 months,  the 
mortality  rate  is  only  8 percent.  The  more 
severe  the  symptoms,  the  higher  the  death 
rate.  Jones  found  that  of  syphilitic 
children  dying  during  the  first  year  of 
life,  34  percent  had  severe  lesions  and  only 
5 percent  had  mild  lesions. 

Morgan  found  that  if  treatment  of  the 
prenatally  infected  child  is  begun  in  the 
early  stage,  80  percent  will  have  a sero- 
logic cure,  while  if  treatment  is  com- 
menced before  the  twenty-eighth  month  of 
life,  64  percent  of  such  results  will  be  ob- 
tained. If  treatment  is  instituted  later, 
the  proportion  of  favorable  results  falls 
to  49  percent. 

Smith  has  found  that  if  treatment  is 
started  while  the  infant  is  under  6 months 
of  age,  it  is  possible  to  obtain  83  percent 
of  serologic  as  well  as  clinical  cures  if  50 
injections  of  the  drugs  are  given  before 
the  age  of  2 years.  The  response  to  treat- 
ment is  proportional  to  the  age  at  which 
treatment  is  begun  and  to  the  amount  of 
treatment.  Smith  also  points  out  that  the 
proportion  of  cases  of  serologic  fastness 
is  36.9  percent  when  treatment  is  begun 
during  the  ages  of  2 to  4 years,  and  it  in- 
creases to  84  percent  when  treatment  is 
begun  during  the  11-  to  15-year  age  period. 

All  authors  point  out  that  prenatally 
syphilitic  children  with  involvement  of 
the  central  nervous  system  do  not  respond 
(veil  to  treatment,  even  when  serologic 
reversal  occurs,  and . deterioration  may 
continue  in  spite  of  treatment. 

Sternberg,  in  discussing  Senear’s  paper, 
stated  that  sulfarsphenamine  has  been 
considered  a somewhat  dangerous  drug, 
particularly  because  of  the  high  degree  of 
arsenical  dermatitis  reported  as  occurring 
following  its  use.  The  great  majority  of 
these  cases  can  be  anticipated  and  pre- 
sented by  a careful  examination  of  the 
>aby  each  week  before  treatment,  particu- 
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larly  an  examination  of  the  skin  which 
will  show  this  up  in  the  preemptive  stages 
perhaps  only  as  a few  scratch  marks  of 
the  skin.  The  Wassermann-fast  cases,  en- 
countered frequently  in  prenatal  syphilis, 
are  not  particularly  important  prognosti- 
cally.  Wassermann-fast  cases  in  prenatal 
syphilis  are  found  more  frequently  than 
in  acquired  syphilis.  The  tendency  is  to 
treat  such  patients  continuously.  Many 
of  them  are  overtreated,  sometimes  as 
much  as  4 or  5 years  continuously. 

Vonderlehr,  in  discussing  Senear’s 
paper,  stated  that  the  National  Institute 
of  Health  of  the  United  States  Public 
Health  Service  has  evidence  which  may 
indicate  that  the  sulfarsphenamine  manu- 
factured in  recent  years  is  a much  more 
chemically  uniform  and  a much  more 
stable  preparation  than  the  sulfarsphena- 
mine of  10  or  15  years  ago.  The  Public 
Health  Service  is  now  working  on  an 
experiment  utilizing  sulfarsphenamine  and 
neoarsphenamine  clinically  to  compare 
the  percentage  of  untoward  reactions  ob- 
tained with  the  two  drugs  under  identical 
conditions. 

The  treatment  of  syphilis  in  infancy  and 

childhood.  Joseph  Yampolsky.  Missis- 
sippi Doctor,  Booneville,  18:  373-377, 

Dec.  1940. 

Since  the  majority  of  patients  with  con- 
genital syphilis  are  young  and  many  are 
newborn,  it  is  necessary  to  answer  cer- 
tain questions  before  administering  the 
drug : Is  the  drug  safe  ? Are  there  pain- 
ful effects  after  administration?  Can  it 
be  diluted  so  that  it  can  be  given  safely 
either  intramuscularly  or  intravenously? 
From  his  own  experience  in  treating 
congenital  syphilis,  Yampolsky  selects 
neoarsphenamine,  sulfarsphenamine,  and 
acetarsone  as  his  choice  of  drugs. 

Neoarsphenamine  can  be  given  both 
intramuscularly  and  intravenously. 
When  given  intramuscularly  half  of  the 
dose  is  injected  into  each  buttock.  It 
may  be  given  at  room  temperature  and 
does  not  have  to  be  neutralized.  It  is 
diluted  in  the  dosage  of  0.1  gm.  in  1 cc. 
of  distilled  water  and  0.02  gm.  is  given 
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for  every  3 pounds  of  body  weight.  The 
author  has  had  success  in  giving  it  intra- 
peritoneally.  He  prefers  neoarsphen- 
amine  to  sulfarsphenamine,  which  has 
a tendency  to  cause  abscess  formation. 

Since  there  are  many  discomforts  and 
difficulties  in  giving  hypodermic  intra- 
muscular or  intravenous  injections  it  is 
often  worth  while  to  try  acetarsone 
orally.  The  tablets  are  made  into  pow- 
ders, the  patient  receiving  21  powders 
weekly,  divided  into  daily  doses.  The 
powder  is  dissolved  in  water  and  given 
% hour  before  feeding.  This  drug  has 
seemed  to  be  most  effective  in  cutaneous 
lesions,  swelling  of  joints  in  young  in- 
fants, pain  on  motion  of  the  extremities, 
condylomas,  or  general  enlargement  of 
the  glands.  Used  in  conjunction  with 
bismuth,  acetarsone  is  of  great  value 
in  the  treatment  of  congenital  syphilis. 
However,  acetarsone  causes  many  toxic 
effects — dermatitis,  fever,  nephritis,  di- 
arrhea, pyelitis,  flaccid  paralysis,  and 
even  death. 

The  most  common  preparation  of  the 
heavy  metals  used  intramuscularly  is 
mercury  salicylate,  and  the  dosage  is 
usually  0.05  grain  for  every  30  pounds  of 
body  weight.  Mercury  may  also  be  used 
by  inunction.  Bismuth  may  be  given 
in  both  soluble  and  insoluble  prepara- 
tions. It  should  never  be  given  intra- 
venously. Yampolsky  has  used  the  aque- 
ous solution  of  bismuth  sodium  tartrate 
in  conjunction  with  acetarsone,  the  dos- 
age being  about  % grain  of  metallic  bis- 
muth for  every  30  pounds  of  body  weight. 

The  outlook  for  treatment  is  much 
worse  in  congenital  than  in  acquired 
neurosyphilis.  Of  the  many  methods 
which  have  been  used  of  late,  it  is  pos- 
sible that  malaria  and  fever  therapy 
will  supersede  all  others  although  Yam- 
polsky does  not  feel  his  opinion  is  of 
value  as  yet  in  this  respect. 

Four  tables  are  given  outlining  the  rec- 
ommended treatment  for  early  and  late 
congenital  syphilis. 
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Reactions  to  tryparsamide.  A review  of 

ten  years’  experience.  Herman  Beer- 

man  and  Bertram  Shaffer.  Brit.  J. 

Yen.  Dis.,  London,  16:  145-165,  July- 

Oct.  1940. 

The  authors  present  a review  of  the 
records  of  113  patients  who  had  been 
treated  with  tryparsamide  in  the  Depart- 
ment of  Dermatology  and  Syphilology  at 
the  University  of  Pennsylvania  from  1930 
to  1939.  Of  these  patients  54  had  asymp- 
tomatic neurosyphilis ; 16  had  clinical 
paresis;  6 had  taboparesis  (1  with  pri- 
mary optic  atrophy)  ; 24  had  tabes ; 4 had 
primary  optic  atrophy;  9 had  miscella- 
neous types  of  neurosyphilitic  involvement 
and  1 had  pemphigus ; 9 patients  had  some 
optic  nerve  involvement  on  admission. 
One  or  more  systemic  reactions  to  trypar- 
samide were  observed  in  16  patients. 
These  included  the  following  cases : Loss 
of  weight,  2 ; severe  nitritoid  crisis,  4 ; 
nausea  and  vomiting,  7 ; itching  and/or 
patchy  dermatitis,  4 ; headache,  1 ; jaun- 
dice, 1 ; nervousness,  1 ; neuralgic  pains,  1. 
The  type  of  neurosyphilis  apparently  had 
some  relationship  to  the  incidence  of  sys- 
temic reactions  which  was  7 percent  for 
paresis,  18  percent  for  asymptomatic  neu- 
rosyphilis, and  13  percent  for  tabes  dorsa- 
lis. Sex  and  color  pl&yed  no  apparent 
role.  There  was  no  correlation  between 
the  type  of  reaction  to  tryparsamide  and 
the  number  of  the  injection  in  the  series 
producing  the  various  reactions.  Reac- 
tion to  previous  treatment  did  not  pre- 
dispose to  tryparsamide  reactions. 

The  type  of  neurosyphilis  had  a definite 
relationship  to  the  occurrence  of  ocular 
reactions,  the  incidence  being  29.4  percent 
in  asymptomatic  neurosyphilis,  25  percent 
in  paresis,  25  percent  in  taboparesis,  43.9 
percent  in  tabes  dorsalis,  25  percent  in 
optic  atrophy,  and  45.5  percent  in  miscel- 
laneous types  of  neurosyphilis.  The 
authors  could  not  explain  the  high  inci- 
dence in  the  miscellaneous  group.  It  was 
found  that  patients  with  normal  eyes  be- 
fore treatment  had  a smaller  incidence  of 
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eye  complications  under  tryparsamide 
therapy  than  those  with  eye  changes. 
Out  of  103  patients  with  normal  eyes,  81 
• showed  no  apparent  changes  in  visual 
acuity  or  visual  fields  during  treatment, 
and  22  had  either  subjective  or  objective 
disturbances  of  vision.  Of  the  9 patients 
f with  some  eye  damage,  4 were  unaffected 
while  5 showed  progression  under  trypar- 
samide treatment.  The  data  showed  that 
the  incidence  of  visual  damage  is  greater 
in  those  receiving  smaller  amounts  of 
treatment  prior  to  tryparsamide  than  in 
those  receiving  larger  amounts  prior  to 
the  use  of  tryparsamide.  Most  of  the 
patients  received  bismuth  injections  to- 
gether with  tryparasmide.  This  supple- 
mentary treatment  appeared  to  protect 
rather  than  to  predispose  the  patient  to 
ocular  damage.  Although  reactions  to 
tryparsamide  in  general  have  lately  in- 
creased somewhat,  the  authors  observed 
that  the  number  of  ocular  reactions  has 
not  increased  during  the  past  5 years. 
Although  the  ocular  complications  usually 
occur  early  in  tryparsamide  treatment, 
they  may  occur  late,  therefore  careful 
observation  of  the  eyes  should  be  con- 
tinued as  long  as  this  drug  is  admin- 
istered. 

The  authors’  data  suggested  certain  de- 
fects in  the  present  subjective  method  of 
evaluating  the  toxic  ocular  effects  of 
tryparsamide  on  the  basis  of  visual  field 
examination.  They  point  out  that  a more 
objective  method  is  needed. 

Syphilis.  Review  of  the  recent  litera- 
ture. Charles  F.  Mohr,  Paul  Padget 

and  Joseph  Earle  Moore.  Arch.  Int. 

Med.,  Chicago,  66:  1112-1187,  Nov. 

1940. 

The  authors  selected  the  material  for 
this  article  mainly  from  publications 
which  appeared  from  July  1939  to  July 
1940.  As  in  previous  reviews  they  se- 
lected their  material  rigidly.  Little  at- 
tention was  paid  to  reports  dealing  with 
comparative  serologic  studies,  and  case 
reports  were  almost  wholly  eliminated. 

Publications  on  the  following  subjects 
were  summarized:  History  of  syphilis. 


Spirochaeta  pallida.  Experimental  syph- 
ilis. Serodiagnosis  of  syphilis.  Public 
health  aspects.  Drugs.  Untoward  ef- 
fects of  treatment.  Incidence  of  syphi- 
lis. Contact  investigation.  Early  syphi- 
lis. Latent  syphilis.  Late  syphilis. 
Cardiovascular  syphilis.  Neurosyphilis. 
Syphilis  and  pregnancy.  Congenital 
syphilis.  Syphilis  and  other  diseases. 

Subjects  of  special  interest  were : 

Spirochaeta  pallida — staining,  distri- 
bution of  spirochetes  in  tissue,  culture, 
Spirochaeta  pallida  in  blood  in  early 
syphilis. 

Experimental  syphilis — effect  of  sex 
hormones  on  experimental  syphilis,  im- 
munity in  syphilis,  experimental  fever 
therapy,  tuberculosis  in  syphilitic  rab- 
bits, laboratory  animals,  serologic  tests 
in  syphilitic  mice. 

Serodiagnosis  of  syphilis — serologic 
surveys,  quantitative  serologic  tests,  cul- 
ture spirochetes  as  antigen  in  serologic 
tests  for  syphilis,  daily  variation  in 
serum  reagin,  examination  of  cerebro- 
spinal fluid,  ratio  of  blood  and  cerebro- 
spinal fluid  reagin  content,  biologic  false 
positive  serologic  reactions  for  syphilis. 

Public  health  aspects — syphilis  and 
national  defense,  control  of  venereal  dis- 
ease in  the  United  States,  control  of 
syphilis  in  the  South,  control  of  syphilis 
in  Memphis,  public  interest  in  venereal 
disease,  syphilis  among  criminals,  syphi- 
lis and  industry,  the  teaching  of  syphilis. 

Drugs — spirocheticidal  activity  of  ar- 
senicals  in  vitro  and  in  vivo,  arsphena- 
mine,  neoarsphenamine,  solusalvarsau, 
tryparsamide,  induced  tolerance  to  ar- 
senic, sobisminol,  bismuth  in  tissues,  bis- 
muth and  lead,  local  tolerance  of  in- 
jected bismuth,  other  drugs,  sodium  thio- 
sulfate, vaccine. 

Untoward  effects  of  treatment — arseni- 
cal dermatitis,  erythema  of  the  ninth  day, 
thrombopenic  purpura,  hepatitis  and  jaun- 
dice, hemorrhagic  encephalitis,  sodium 
dehydrocholate  as  a solvent  for  neoars- 
phenamine, reactions  to  mapharsen,  re- 
actions to  neoarsphenamine,  reactions  ro 
tryparsamide,  bismuth  and  hepatic  ne- 
crosis. 
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Early  syphilis — infectiousness,  infec- 
tious relapse,  osteitis,  hepatitis,  treat- 
ment-resistant syphilis,  massive  dose 
method  of  treatment,  supersensitive  sero- 
logic tests  as  a guide  to  cure,  the  prognosis 
of  early  syphilis. 

Late  syphilis — syphilis  of  the  thyroid 
gland,  traumatic  syphilis,  syphilis  as  a 
cause  of  elephantiasis  of  the  lip. 

Cardiovascular  s y p h i 1 i s — incidence, 
cause  of  cardiac  hypertrophy,  association 
with  bacterial  endocarditis,  association 
with  rheumatic  heart  disease,  association 
with  rupture  of  the  aorta,  pathogenesis  of 
aortic  insufficiency,  aneurysm,  aneurysm 
of  the  pulmonary  artery,  intracranial 
aneurysm,  roentgenologic  examination  in 
diagnosis  of  syphilitic  aortitis. 

Neurosyphilis — diagnosis,  Argyll  Rob- 
ertson pupil,  optic  atrophy,  neurogenic 
bladder,  myograms,  Charcot  joint,  hyper- 
trophic pachymeningitis,  pseudobulbar 
palsy,  syphilitic  polyneuritis,  treatment 
of  neurosyphilis,  untoward  effects  of  fever 
therapy,  treatment  of  malaria  inoculata. 

Syphilis  and  pregnancy — syphilis  as  a 
cause  of  fetal  and  neonatal  deaths,  effect 
of  treatment. 

Congenital  syphilis — incidence,  heredi- 
tary ectodermal  dysplasia,  clavicular 
sign,  changes  observed  roentgenologically 
in  bones,  interstitial  keratitis,  treatment, 
physical  and  mental  growth  in  juvenile 
dementia  paralytica,  keratoplasty. 

Syphilis  and  other  diseases — tubercu- 
losis, nephritis. 

Two  hundred  and  seven  references  are 
listed. 

Toxic  effects  of  arsenical  compounds  as 
administered  in  the  United  States 
Navy  in  1939  with  special  reference  to 
arsenical  dermatitis.  C.  S.  Stephen- 
son and  Laura  T.  Anderson.  U.  S. 
Navy  M.  Bull.,  Washington,  38:  587- 
597,  Oct.  1940. 

In  1939,  medical  officers  of  the  Navy 
administered  129,295  doses  of  arsenicals 
and  reported  the  occurrence  of  50  reac- 
tions therefrom.  Of  these  reactions  22 
were  arsenical  dermatitis,  a ratio  of  1 
case  of  dermatitis  to  5,877  doses.  In  8 


cases  premonitory  signs  were  noted, 
which  indicates  the  necessity  for  careful 
examination  and  questioning  of  each  pa- 
tient before  administering  an  arsenical. 

There  were  457  doses  of  bismarsen  given 
during  1939,  with  no  reactions.  A total 
of  14  reactions  occurred  from  administra- 
tion of  mapharsen,  a ratio  of  1 to  4,671 
doses  given.  From  neoarsphenamine,  a 
total  of  36  reactions  were  reported,  in- 
cluding 4 fatalities,  a ratio  of  1 reaction 
to  1,594  doses,  and  1 death  to  14,344  doses. 
There  were  no  reactions  from  the  943 
doses  of  sulfarsphenamine  nor  from  the 
5,120  doses  of  tryparsamide.  The  final 
total  of  50  reactions,  including  4 deaths, 
gives  a ratio  of  1 reaction  to  2,586  doses 
and  1 death  to  32,324  doses.  For  the  15- 
year  period  1925-39,  the  ratio  of  reactions 
is  1 to  1,470  doses,  and  of  deaths,  1 to 
31,245  doses. 

A cooperative  plan  for  the  rapid  ap- 
praisal of  the  chemotherapy  of  gonor- 
rhea in  the  male.  Oscar  F.  Oox  and 
J.  H.  Watkins.  Am.  J.  Sypli.,  Gonor. 
& Ven.  Dis.,  St.  Louis,  24:  732-736, 
Nov.  1940. 

The  American  Neisserian  Medical  So- 
ciety, in  cooperation  with  the  U.  S.  Pub- 
lic Health  Service,  has  developed  a plan, 
which  will  shortly  be  placed  in  opera- 
tion, to  pool  the  observations  of  different 
clinicians  concerning  the  chemotherapy 
of  gonorrhea.  The  data  thus  pooled  can 
be  quickly  released  to  physicians  inter- 
ested in  the  treatment  of  gonorrhea. 

The  system  is  designed  to  secure  from 
cooperating  clinicians  reports  on  indi- 
vidual cases  which  are  being  currently 
treated  with  sulfonamide  drugs.  The 
reports  will  be  made  on  notification  slips,; 
transmitted  to  a central  office  where  the 
information  will  be  added  to  summary 
data  on  each  case,  and  at  2- week  inter- 
vals the  results  for  each  drug  used  will 
be  tabulated  and  distributed  to  the  co- 
operating clinicians.  The  project  will  be 
restricted  to  male  cases  because  it  is 
easier  to  follow  the  progress  of  the  dis- 
ease and  to  establish  criteria  of  cure 
in  such  cases. 
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L The  notification  slip,  to  be  used  by  the 
iplinician  in  reporting  progress  of  each  of 
i-  nis  cases,  will  give  the  identifying  num- 
L jers  and  dates  of  visit,  the  informa- 
6 :ion  desired  concerning  the  drug  and 
il  lrnount  of  dosage,  the  occurrence  of  re- 
ictions,  and  the  bacteriologic  findings. 

The  statement  of  results,  embodying 
i separate  table  for  each  drug,  will 
I'lGhow  only  important  essentials  in  a rnini- 
it  num  of  detail.  The  tabulations  will 
sjnimmarize  by  length  of  treatment-obser- 
lljration  period  the  accumulated  data  as  of 
m certain  date,  and  (being  a current  re- 
i Oort)  will  be  based  on  all  information 
is  received  on  all  cases  by  the  date  of  re- 
lease. When  sufficient  data  are  accumu- 
lated, current  tabulations  for  a drug  will 
s >e  discontinued,  and  a detailed  analysis 
tiiPf  the  closed  series  will  then  be  made 
n order  to  throw  light  on  those  aspects 
>f  therapy  and  outcome  which  were 
gnored  in  the  condensed  series. 

The  current  analyses  of  the  response 
o treatment  with  various  drugs  will  be 

4 

Ivhich  infections  are  eliminated  as  shown 
'■  >y  bacteriologic  findings,  and  (3)  the 
requency  of  severe  reactions. 

The  information  accumulated  through 
his  cooperative  endeavor  will  soon  be- 


n terms  of:  (1)  The  rapidity  with  which 
;ymptoms  subside,  (2)  the  degree  to 


e3  ome  extensive  enough  to  furnish  rapid 
>1  ind  accurate  appraisals  of  the  effective- 
; less  of  specific  drugs  in  the  treatment 
: : if  gonorrhea.  The  tabulations  will  be 
ivailable  to  any  clinician  who  wishes  to 
oliool  his  material  on  the  chemotherapy 
* 'f  gonorrhea  in  the  male  by  returning  a 
ill  | ompletely  filled-out  notification  slip  for 
: very  visit  of  each  male  patient  with 
if*  hnorrhea.  Those  clinicians  wishing  to 
larticipate  may  do  so  by  writing  to  the 
Secretary  of  the  American  Neisserian 
ita|  fedical  Society,  475  Commonwealth  Ave- 
iue,  Boston,  Mass.,  for  instructions  and 
(♦}  lotification  slips. 

lonorrhea  and  the  sulfonamides.  Edi- 
torial. P.  S.  Pelouze.  M.  World,  Phil- 
adelphia, 58:  615-617,  Nov.  1940. 

cUl 

As  in  the  “good  old  days”  the  sale  of 
tocks  went  through  what  might  be  called 
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“the  romance  stage,”  then  the  “shearing 
stage,”  and  finally  the  stage  of  “reality” 
so,  Pelouze  says,  it  is  with  most  of  the 
newer  drugs.  Even  the  most  highly 
lauded  ones  gradually  find  a place  at  about 
one-third  of  the  original  vaunted  value. 
He  believes  so  far  as  sulfonamide  drugs 
are  concerned  that  the  romance  stage  has 
been  passed,  and  there  is  now  urgent  need 
of  getting  the  scientific  facts  more  widely 
known.  Sulfanilamide  has  had  a most 
unattractive  history  because  of  the  loose 
talk  and  clinical  misinterpretations  to 
which  it  was  subjected.  Pelouze  feels 
that  because  of  its  lower  price  sulfanila- 
mide is  likely  to  be  used  for  some  time, 
despite  the  fact  that  many  think  it  should 
be  abandoned  for  the  treatment  of  gon- 
orrhea. 

It  has  been  proved  that  an  unfortu- 
nately large  number  of  those  patients  who 
seem  to  be  cured  are,  in  reality,  symptom- 
less gonococcus  carriers  who  can  trans- 
mit the  disease  just  as  surely  as  can  the 
known  treatment  failures.  An  unfortu- 
nate feature  of  this  is  that  when  the  dis- 
ease is  transmitted  the  second  party  us- 
ually becomes  a totally  asymptomatic 
carrier.  So  far  as  sulfanilamide  is  con- 
cerned, it  has  been  shown  beyond  any 
possibility  of  doubt  that  among  patients 
who  are  free  of  symptoms  and  have  had 
clear  urine  for  2 weeks,  at  least  1 out  of 
3 still  has  gonorrhea.  If,  on  the  other 
hand,  careful  microscopic  studies  have 
failed  to  reveal  the  gonococcus,  1 out  of 
20  of  these  patients  will  still  be  infected. 

There  is  a decided  improvement  in  the 
rate  of  cure  with  sulfapyridine ; many  in- 
vestigators have  shown  rates  of  85  to  90 
percent.  Even  here,  however,  there  oc- 
curs a group  of  asymptomatic  gonococcus 
carriers.  Evidence  is  rapidly  accumulat- 
ing that  sulfathiazole  is  the  best  of  the 
3 sulfonamides.  It  has  a rate  of  cure 
equal  to  that  of  sulfapyridine,  and  it  is 
far  less  toxic.  But  this  fact  should  not 
tempt  one  to  prescribe  it  carelessly. 

Few  physicians  ever  expected  to  see 
such  a marvelous  advance  in  the  treat- 
ment of  gonorrhea.  But  they  must  not  be 
so  blinded  by  this  glory  that  they  fail  to 
keep  ever  before  them  the  need  for  the 
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utmost  care  in  the  determination  of  true 
cure  and  the  even  greater  need  for  the 
protection  of  the  patient’s  later  sexual 
life. 

Modern  chemotherapy  of  gonorrhea. 
H.  Fuhs.  Wien.  klin.  Wchnschr.,  53: 
566-568,  July  12,  1940. 

On  the  basis  of  2%  years’  experience  in 
the  treatment  of  more  than  1,200  cases  of 
gonorrhea  with  sulfonamide  preparations, 
the  author  concludes  that  this  form  of 
chemotherapy  represents  a definite  ad- 
vance in  the  campaign  against  gonorrhea. 
They  are  particularly  effective  in  the 
treatment  of  gonorrhea  in  women  and  in 
chronic  gonorrhea  in  men.  He  has  ob- 
tained the  best  results  in  acute  gonorrhea 
by  giving  sulfonamide  treatment  immedi- 
ately instead  of  waiting  for  2 or  3 weeks 
as  some  writers  have  recommended.  The 
period  required  for  treatment  was  defi- 
nitely shortened  by  the  use  of  these 
drugs.  With  careful  dosage  and  discon- 
tinuation of  the  drug  as  soon  as  side 
effects  are  observed,  no  serious  toxic  re- 
actions were  noted. 

The  treatment  of  anuria  due  to  sulfa- 
pyridine  calculi.  Joseph  F.  Sadusk, 
Jr.,  Levin  Waters  and  Dwight  Wilson. 
J.  A.  M.  A.,  Chicago,  115:  1968-1973, 
Dec.  7,  1940. 

The  symptom  complex  of  hematuria, 
abdominal  pain,  and  nitrogen  retention 
as  a manifestation  of  sulfapyridine  ther- 
apy was  first  described  by  Southworth 
and  Cooke  in  May  1939,  although  the  oc- 
currence of  hematuria  had  been  previ- 
ously noted.  The  seriousness  of  the 
pathologic  changes  which  had  been  dem- 
onstrated in  animal  experiments  in  the 
urinary  tract  became  evident  with  the 
report  of  a death  from  total  anuria  by 
Tsao  and  his  coworkers  in  September 
1939. 

Detailed  histories  are  given  by  the  au- 
thors of  2 cases  of  complete  anuria  oc- 
curring during  sulfapyridine  therapy. 
In  the  first  case  (that  of  a 35-year-old 
man)  the  drug  was  given  following  oper- 
ation for  a traumatic  injury  to  the  head. 
On  the  fourth  day  the  patient’s  urine  was 
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of  dark  amber  color;  sulfapyridine  was 
discontinued  and  fluids  were  forced.  On 
the  fifth  day  there  was  complete  anuria 
for  24  hours.  A cystoscopy  was  per- 
formed and  the  excretion  was  satisfac- 
tory. Two  hours  later  the  patient  pulled 
the  catheters  out  of  place.  Dextrose  was 
administered  slowly  by  the  intravenous 
route,  but  30  minutes  afterward  he  lapsed 
into  coma  and  died.  The  pathologic 
changes  in  the  upper  urinary  tract  con- 
sisted essentially  of  great  tubular  and 
capsular  dilatation,  marked  congestion 
and  vacuolization  within  the  glomerular 
tufts,  and  an  acute  hemorrhagic  pyelo- 
ureteritis  extending  into  the  adjacent 
renal  medullary  tissue.  The  second  pa- 
tient (a  39-year-old  man)  was  being 
treated  for  subacute  gonorrheal  urethri- 
tis, prostatitis  and  arthritis.  He  was 
given  sulfathiazole  for  6 days,  followed 
by  sulfapyridine.  On  the  fourth  day  of 
this  drug  he  passed  dark  urine,  and  this 
was  followed  by  complete  anuria.  Upon 
cystoscopy  large  irregular  concretions 
were  seen  completely  filling  the  meatuses. 
The  ureteral  catheters  were  kept  in 
place  for  12  hours.  Following  their  re- 
moval the  patient  continued  to  pass  many 
very  small  calculi  which  microscopically 
were  apparently  broken-up  acetylated 
sulfapyridine  crystals.  The  patient  was 
discharged  in  good  condition. 

Polyradiculoneuritis  (Guillain  - Barre 
syndrome)  following  the  use  of  sulfa- 
nilamide and  fever  therapy.  Paul  H. 

Garvey,  Nathaniel  Jones  and  Stafford 
L.  Warren.  J.  A.  M.  A.,  Chicago, 
115:  1955-1962,  Dec.  7,  1940. 

The  syndrome  under  discussion  is  in 
many  respects  similar  to  that  generally 
known  as  the  Guillain-Barrd  syndrome, 
which  is  characterized  by  motor  dis- 
turbances, loss  of  tendon  jerks  with  pres- 
ervation of  cutaneous  reflexes,  paresthe- 
sias with  slight  disturbances  of  objective 
sensitivity,  tenderness  on  pressure  of  the 
muscles,  little  change  in  the  electrical 
reaction  of  nerve  or  muscles,  and  note- 
worthy hyperalbuminosis  of  the  cerebro- 
spinal fluid  in  the  absence  of  cytologic 
reaction. 
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The  authors  discuss  6 cases  of  poly- 
radiculoneuritis with  hyperalbuminosis  of 
he  spinal  fluid  following  the  use  of 
sulfanilamide  and  general  hyperthermia 
ivhich  they  have  observed  during  the  past 
l years.  Bach  patient  was  given  15  hours 
)f  fever  therapy  at  41.5°  C.  without  any 
inusual  complication  at  the  time  of  treat- 
nent  or  immediately  thereafter.  In  all 
iut  one  case  the  neurologic  syndrome  de- 
veloped within  a period  of  from  10  to  1G 
lays  following  fever  treatment.  Three 
oatients  in  the  series  had  taken  fairiy 
arge  amounts  of  sulfanilamide  or  its  de- 
'ivatives  without  evidence  of  toxic  man- 
festations  which  could  be  attributed  to 
he  drug  or  the  disease.  In  view  of  the 
'act  that  this  neurologic  syndrome  had 
lever  been  observed  to  follow  either  form 
if  treatment  when  used  alone  it  was 
hought  perhaps  the  combination  might 
n some  way  be  responsible.  However, 
i few  months  later,  following  a routine 
L5-hour  fever,  the  same  syndrome  was 
ibserved  in  3 patients  to  whom  sulfanila- 
nide  had  never  been  given.  This  seemed 
:o  exclude  sulfanilamide  as  a causative 
igent.  Likewise  the  technic  of  fever 
herapy  appeared  unlikely  to  be  the  sole 
;ause.  Several  features  of  these  cases 
suggested  an  infectious  (virus)  etiology. 
The  latent  period  between  the  fever 
herapy  and  the  development  of  the  neu- 
■ologic  symptoms  suggested  the  incuba- 
ion  period  of  a virus,  and  the  prevalence 
ff  such  a virus  was  indicated  by  the  fact 
hat  these  cases  were  all  seen  during  a 
2-year  period. 

The  prognosis  in  these  cases  has  been 
'avorable  for  recovery.  Treatment  con- 
sisted of  the  usual  therapy  for  cases  of 
xdyneuritis  due  to  other  causes. 

In  the  long  discussion  which  followed 
his  paper,  several  speakers  agreed  that 
he  syndrome  under  discussion  was  prob- 
ibly  caused  by  a virus  infection.  Bennett 
said  anoxia  and  thiamine  deficiency  were 
nore  likely  causative  factors.  Jolliffe 
suggested  that  the  vitamin  B requirement 
>f  the  patients  might  be  doubled  by  the 
0-hour  periods  of  fever  therapy  and  that 
i deficiency  of  vitamin  Bi  might  be  a 
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factor  in  causing  this  syndrome.  Sands 
has  had  an  opportunity  during  the  past  4 
years  of  following  a group  of  patients 
showing  a similar  symptomatology.  In 
his  experience  large  doses  of  thiamine 
hydrochloride  made  no  difference  in  the 
speed  or  the  extent  of  recovery. 

Latent  gonorrhea  of  parafrenal  gland. 

Case  report.  Bull.  Genitoinfect.  Dis., 

Boston,  17 : 3-4,  Nov.  1940. 

The  case  reported,  from  the  genito- 
urinary clinic  of  the  Boston  Dispensary, 
is  an  illustration  of  an  unusual  type  of 
chronic  encapsulated  gonococcal  infection 
that  remained  quiescent  for  almost  1% 
years. 

The  23-year-old  white  male  patient  re- 
ported in  March  1935  with  a urethral 
discharge  of  1 day’s  duration.  A diagno- 
sis of  acute  gonococcal  urethritis  was 
made  and  treatment  with  sulfanilamide 
and  anterior  permanganate  irrigations 
was  begun.  In  5 days  the  patient  took  220 
grains  of  the  drug  without  therapeutic 
effect  and  the  drug  was  discontinued.  It 
was  tried  again  1 month  later  but  without 
success.  In  May,  after  2 weeks  of  treat- 
ment with  sulfanilyl-sulfanilamide,  smear 
and  culture  of  the  prostatic  secretion  were 
negative.  A week  later  treatment  was 
resumed  after  a diagnosis  of  parafrenal 
(Tyson)  gland  abscess  had  been  made. 
The  discharge  continued  for  2 weeks,  after 
which  the  smear  became  negative  and 
the  gland  resumed  its  normal  appearance. 
In  December  1938,  the  patient  was  dis- 
charged as  cured.  No  manifestations  of 
gonorrhea  were  observed  for  iy2  years, 
when  in  May  1940  the  patient  returned, 
complaining  of  a slight  discharge  from 
the  penis.  The  patient  was  given  sulfa- 
pyridine  for  7 days  and  the  gland  was 
later  excised.  It  is  felt  that  there  will 
be  no  recurrence  in  view  of  the  complete 
removal  of  the  infected  sac. 

There  are  several  interesting  aspects 
to  this  case.  Sulfanilamide  had  no  effect 
on  the  original  acute  gonococcal  urethri- 
tis. Although  sterilization  of  the  urethra 
was  achieved  by  sulfonamide  therapy,  the 
parafrenal  gland,  which  was  presumably 
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inaccessible  to  the  drug,  was  not  affected. 
An  asymptomatic,  parafrenal  gland  gono- 
coccus carrier  state  of  almost  1%  years 
is  indicated ; reinfection  would  prob- 
ably have  caused  a concomitant  acute 
urethritis. 

Gonococcal  infections  in  women.  C.  J. 

Van  Slyke.  Bull.  Genitoinfect.  Dis., 

Boston,  3:  1-2,  Nov.  1940. 

In  the  early  stages  of  gonococcal  in- 
fection in  women  it  is  relatively  easy 
to  make  the  diagnosis  from  the  history, 
symptoms,  and  the  finding  of  gonococci 
in  spreads  or  in  cultures.  As  the  dis- 
ease becomes  more  chronic,  the  value  of 
laboratory  procedures  declines  appreci- 
ably, and,  therefore,  to  predicate  free- 
dom from  gonoccocal  infections  solely 
on  negative  spread  or  culture  results 
is  not  warranted.  Exposure  to  a known 
case  of  gonorrhea,  plus  clinical  evidence 
of  infection,  may  be  a basis  for  pre- 
scribing antigonococcal  therapy.  The 
blood  complement  fixation  test  is  not  yet 
sufficiently  established  to  merit  placing 
reliance  upon  it  in  clinical  practice. 

Sulfapyridine  and  sulfathiazole  are 
both  capable  of  effecting  a high  per- 
centage of  cures  in  any  stage  of  gono- 
coccal infection  in  women.  The  question 
of  dosage  of  these  compounds  is  im- 
portant. The  recommended  dosage  to 
secure  the  highest  rates  of  cure  with  a 
minimum  of  reactions  is  2.0  gm.  per  day 
for  9 to  not  more  than  12  days.  Barger 
doses  serve  mainly  to  increase  the  toxic 
reactions  without  appreciably  increasing 
the  rate  of  cure.  Concomitant  local 
treatment  is  usually  not  indicated. 
Early  discontinuance  of  therapy  should 
be  based  only  on  a consideration  of  side 
reactions.  The  relief  of  pain  and  symp- 
toms in  complicated  cases  is  usually 
rapid  and  complete. 

In  those  cases  which  fail  to  be  cured, 
local  treatment  may  be  employed  for  2 or 
3 weeks  and  chemotherapy  then  repeated. 
A cure  rate  approximating  80  percent 
is  attainable  by  the  therapy  recom- 
mended. 
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The  criteria  of  cure  whose  results 
have  supplied  the  basis  for  these  recom 
mendations  demanded  disappearance  oi 
purulent  discharge  together  with  cessa- 
tion of  clinical  evidence  of  specific 
infection,  evidence  of  satisfactory  re 
cession  of  adnexal  involvement,  and 
negative  findings  in  repeated  spread  and 
culture  examinations  conducted  subse- 
quent to  chemotherapy. 

Therapeutic  applications  of  sulfanila- 
mide and  allied  compounds.  E.  M.  K. 

Geiling.  Illinois  M.  J.,  Chicago,  78: 

404-410,  Nov.  1940. 

The  author  discusses  the  therapeutic 
applications  of  sulfanilamide,  sulfa- 
pyridine, and  sulfathiazole.  In  tabular 
form  he  presents  the  following  data  : (1) 
Amounts  of  sulfanilamide  necessary  to 
establish  effective  blood  levels  (10  to  15 
mg.  percent)  in  patients  with  severe 
hemolytic  streptococcal,  meningococcal, 
gonococcal,  pneumococcal,  or  Welch  bacil- 
lary infections;  (2)  amounts  of  sulfa- 
nilamide necessary  to  establish  effective 
blood  levels  (4  to  8 mg.  percent)  in  pa- 
tients with  mild  or  moderately  severe 
tissue  infections  in  which  sulfanilamide 
therapy  is  indicated  ; (3)  the  clinical  toxic 
manifestations  of  sulfanilamide,  sulf- 
apyridine, and  sulfathiazole  with  their 
time  of  appearance  in  the  course  of 
therapy;  (4)  preferred  drug  (sulfanila- 
mide, sulfapyridine,  or  sulfathiazole)  in 
the  treatment  of  various  infections  (sulf- 
anilamide and  sulfapyridine  seem  to  be 
equally  effective  in  gonococcal  infections ) . 

The  type  of  examination  to  which  a new 
drug  should  be  submitted  before  it  is  used 
on  humans  is  as  follows:  (1)  If  at  all 
possible,  the  exact  composition  (qualita- 
tive and  quantitative)  should  be  known; 
or,  if  that  is  not  obtainable,  the  detailed 
method  of  preparation  of  the  product.  (2) 
Acute  toxicity  studies  on  a sufficient  num- 
ber of  laboratory  animals  of  different 
species  should  be  made ; studies  on  one 
species  alone  may  be  very  misleading.  (3) 
Chronic  toxicity  experiments  at  varying 
dosage  levels  and  with  different  species 
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must  be  performed  in  order  that  any 
possible  cumulative  effect  of  the  drug 
may  be  noted.  (4)  Careful  and  frequent 
observations  of  the  animals  are  necessary 
so  that  a composite  picture  of  the  clinical 
course  is  available.  (5)  Careful  pathologic 
examination  of  the  tissues  with  appropri- 
ate stains  is  necessary.  (6)  Effect  of  the 
drug  on  animals  with  experimental  lesions 
of  various  important  excretory  or  de- 
toxifying organs,  especially  of  the  kidneys 
and  liver,  should  be  studied.  (7)  The 
rate"  of  absorption  and  elimination  of  the 
drug,  its  path  and  manner  of  excretion, 
and  the  concentration  levels  in  the  blood 
and  tissues  at  varying  times  after  adminis- 
tration must  be  determined.  (8)  The 
possible  influence  of  the  presence  of  cer- 
tain foodstuffs  or  drugs  should  be  noted. 
(9)  Careful  examinations  for  idiosyncra- 
sies or  untoward  reactions  should  be  made. 

Some  of  the  pharmacopeial  drugs  have 
not  been  studied  along  such  lines.  It  is 
regrettably  true  that  many  human  lives 
have  been  sacrificed  by  the  failure  to  meet 
the  standards  of  these  preliminary  tests 
and  that  many  more  lives  will  be  sac- 
rificed if  such  standards  are  not  put  into 
effect.  Any  essential  compromise  with 
these  requirements  will  inevitably  exact  a 
toll  of  deaths  or  injuries  among  the  public. 
The  life  and  safety  of  the  individual 
should  not  be  subordinated  to  the  com- 
petitive system  of  drug  exploitation. 

Methyl  sulfathiazole  has  been  with- 
drawn from  further  experimental  clinical 
study  because  of  peripheral  neuritis  which 
it  has  at  times  produced. 


Chemotherapy  of  gonorrhea  and  its  com- 
plications with  special  reference  to  the 
cause  and  prevention  of  failures. 

A.  H.  Harkness.  Brit.  J.  Veil.  Dis., 
London,  16:  211-231,  July-Oet,  1940. 


During  the  last  war  gonorrhea  was  a 
very  serious  disease,  but  in  this  war,  due 
to  chemotherapy,  there  should  be  few  dif- 
ficulties and  it  should  seldom  be  necessary 
for  ny  of  the  fighting  forces  to  leave 
their  units.  Harkness  reviews  611  cases  of 
luonorrhea,  of  which  450  were  uncompli- 
cated and  161  complicated.  Among  the 


complicated  cases  were  52  cases  of 
epididymitis,  8 of  acute  prostatitis,  54  of 
acute  arthritis,  and  5 of  gonococcal 
ophthalmia.  There  were  also  25  cases 
of  primary  anorectal  gonorrhea.  Hark- 
ness says  he  has  used  all  the  sulfonamide 
preparations  on  the  market,  but  in  his 
opinion  M & B 693  and  sulfanilamide  are 
therapeutically  the  most  potent  and  there 
is  little  choice  between  them.  After  trying 
varying  doses  he  believes  that  1 gm.  3 
times  daily  for  1 week  and  1 gm.  twice 
daily  for  a second  week  of  M & B 693  gives 
the  best  results ; the  dosage  of  sulfanila- 
mide is  4 grams  daily  for  4 days  and  then 
3 gm.  daily  for  2 weeks.  He  has  recently 
been  testing  M & B 760  (sulfathiazole) 
and  the  results  have  been  excellent. 

Among  the  uncomplicated  cases,  there 
were  8 failures  due  to  drug  fastness  and 
5 apparent  failures  due  to  residual  non- 
gonococcal infections.  In  2 cases,  owing 
to  the  immediate  toxic  effects  of  M & B 
693  and  sulfanilamide,  the  cure  was  com- 
pleted with  albucid  and  posterior  lavage. 
There  were  4 immediate  gonococcal  re- 
lapses occurring  on  the  2d,  3d,  5th,  and 
9th  days  after  completion  of  chemo- 
therapy and  before  the  tests  for  cure  had 
been  carried  out.  Three  were  cured  after 
a further  7 days’  course ; the  other  was 
suffering  from  an  infection  of  a para- 
urethral gland  which  was  destroyed  by 
local  treatment.  There  was  only  1 late 
gonococcal  relapse  in  the  series.  There 
were  2 immediate  and  4 late  nongonococ- 
cal relapses ; they  all  followed  sexual  in- 
tercourse and  were  in  all  probability  pri- 
mary infections  due  to  nonspecific  or- 
ganisms. 

Among  the  cases  with  complications, 
there  was  a large  percentage  of  failures 
in  the  54  cases  of  gonococcal  arthritis. 
In  9.4  percent  of  such  cases  further  joints 
became  involved.  The  results  obtained 
with  the  orthodox  treatment  of  the  past 
compare  very  favorably  with  those  now 
obtained  with  the  addition  of  chemo- 
therapy. The  sulfonamides  have  little  or 
no  action  on  a periurethral  abscess,  an 
abscess  of  the  prostate,  or  Cowper’s  glands 
until  the  abscess  is  drained.  Warts  are 
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not  influenced  in  any  way  by  chemo- 
therapy. There  were  2 late  gonococcal 
relapses  following  acute  infections  of 
Cowper’s  gland. 

Fundamental  principles  of  treatment  of 
gonococcal  infections  of  women.  Rob- 
ert M.  Lewis.  Connecticut  State  M.  J., 
Hartford,  4:  662-663,  Nov.  1940. 

The  majority  of  gonococcal  infections 
of  the  urethra  and  cervix  seen  in  prac- 
tice can  be  cured  in  about  6 months 
without  tubal  infection  if  judiciously 
handled.  Injudicious  local  treatment 
can  and  often  does  spread  the  infection 
to  the  tubes.  Abstinence  from  alcohol, 
sexual  excitement  of  every  sort,  and 
avoidance  of  violent  exercise  are  essen- 
tial. There  is  no  evidence  that  local 
applications  are  curative. 

Diagnosis  by  spreads  alone,  even  in 
expert  hands,  is  notoriously  inaccurate. 
Positive  cultures  are  of  great  value,  espe- 
cially after  the  acute  phase  has  subsided. 
Single  negative  spreads  and  cultures 
have  no  significance. 

The  only  curative  methods  in  cases 
of  acute  or  subacute  gonorrheal  endo- 
cervicitis  are  the  use  of  sulfonamides  in 
adequate  amounts  or  artificial  fever.  In- 
adequate dosage  of  sulfonamides  is  not 
curative  but  masks  the  infection.  Dos- 
age should  be  adequate,  and  the  patient 
must  be  seen  at  least  every  48  hours. 
Sulfathiazole,  or  sulfapyridine,  is  far 
more  effective  and  less  toxic  in  adequate 
dosage  than  sulfanilamide.  If  the  pa- 
tient is  not  improved  after  5 days’  ad- 
ministration of  sulfathiazole  or  cured 
after  12  days,  the  drug  should  be 
changed  to  sulfapyridine,  in  the  same 
dosage,  for  12  days.  The  reverse  pro- 
cedure may  be  used  if  sulfapyridine  was 
first  used.  In  Lewis’  experience  sulfa- 
thiazole has  proven  less  toxic  and  yields 
better  results  than  sulfapyridine.  The 
recommended  dosage  of  sulfapyridine  or 
sulfathiazole  is  1 tablet,  0.5  gm.,  every 
4 hours  for  12  days  and  no  longer. 
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When  given  in  the  recommended  doses, 
Lewis  has  seen  no  evidences  of  toxicity 
other  than  slight  headache,  slight  nau- 
sea, or  malaise.  When  so  given  there 
appears  to  be  no  need  of  carrying  out 
blood  concentration  tests  for  other  than 
investigative  work.  No  patient  should 
be  discharged  as  cured  until  negative 
spreads  and  cultures,  taken  every  2 
weeks,  have  been  obtained  for  4 months. 

The  best  treatment  for  gonococcal 
vaginitis  of  children  is  sulfapyridine  or 
sulfathiazole  given  at  4 hour  intervals  in 
doses  of  % grain  per  pound  of  body 
weight.  This  will  probably  cure  90  per- 
cent of  such  cases  if  continued  for  7 
to  12  days. 

Sulfanilamide  treatment  of  large,  multi- 
ple chancroid  lesions.  M.  Aberastury. 

Semana  mdd.,  Buenos  Aires,  47:  827- 

829,  Oct.  10,  1940. 

The  author  reports  the  case  of  a 24- 
year-old  man  who  gave  a history  of  hav- 
ing had  a small  erosion  of  the  glans 
penis  in  December  1939  which  had  healed 
after  6 or  7 days.  He  was  well  until 
February  1940  when  a lesion  appeared 
on  the  left  side  near  the  root  of  the 
penis.  This  lesion  Was  the  size  of  a 
hen’s  egg  and  broke  down  after  12  days. 
Several  other  similar  lesions  appeared 
in  the  same  area.  Dark-field  examina- 
tion of  the  lesions  as  well  as  the  blood 
serologic  reactions  for  syphilis  were  neg- 
ative. The  Ito-Reenstierna  reaction  was 
positive.  Treatment  consisted  of  wash- 
ing the  lesions  in  physiologic  salt  solu- 
tion and  then  covering  them  with  septa- 
zine  powder.  Marked  improvement 
could  be  observed  after  15  days.  Auto- 
inoculation of  material  obtained  from 
the  genital  lesion  into  the  left  arm  re- 
sulted in  the  development  of  a lesion 
which  was  positive  for  Ducrey’s  bacil- 
lus. At  this  time  oral  as  well  as  local 
chemotherapy  was  given.  After  about  3 
weeks  of  this  combined  treatment  the 
lesions  were  completely  healed. 
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Clinical  observations  with  sulfathiazole. 
A study  of  431  patients.  Alfred  F. 
Knoll.  M.  Rec.,  New  York,  152:  364- 
366,  Nov.  20,  1940. 

The  clinical  experiences  with  sulf- 
ithia-zole  in  431  cases  are  briefly  sum- 
marized. Among  the  patients  treated 
'Were  a few  with  gonorrheal  arthritis 
md  granuloma  inguinale,  but  detailed 
•eports  of  these  cases  are  not  given. 

The  efficacy  of  sulfathiazole  was  found 
:o  be  equal  to,  or  better  than,  that  of 
Aker  known  sulfonamides  in  conditions 
vvhich  previously  had  been  susceptible 
:o  sulfonamide  therapy. 

Sulfathiazole  has  been  found  to  be  less 
toxic  than  sulfanilamide  or  sulfapyridine. 
in  these  431  cases,  the  side  effects  were 
minimal  in  incidence  and,  in  most  cases, 
n severity.  No  serious  effect  on  the 
lematopoietic  system  was  seen.  Nausea 
md  vomiting  rarely  occurred,  and,  when 
present,  were  mild.  Discontinuance  of  the 
t drug  because  of  gastrointestinal  disturb- 
mce  became  necessary  in  only  one  case, 
i Several  patients  had  drug  fever,  rashes 
[some  of  which  resembled  erythema 
•nodosum),  conjunctivitis,  and  pain  in  the 
r ioints  and  long  bones  which  promptly 
subsided  with  the  discontinuance  of  the 
Jlrug.  One  patient  had  a neurologic 
jj  syndrome  resembling  amyotrophic  lateral 
u ‘sclerosis  which  responded  well  to 
0j  dtamin  B therapy.  Hematuria  de- 
ni reloped  in  about  20  patients,  but  gross 
i flood  was  present  in  the  urine  of  only 
wo. 

j5  There  was  one  death  in  which  sulfa- 
qi  hiazole  was  probably  a contributing  fac- 
aj  or.  This  was  a patient  with  type  Y 
(I  pneumococcus  pneumonia  of  5 days’ 
luration  who  was  given  6 gm.  of  sulfa- 
hiazole  within  12  hours  after  admission 
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to  the  hospital.  The  daily  dosage  was 
cut  to  4 gm.  on  the  second  day,  and  to 
3 gm.  on  the  third  day.  It  was  dis- 
continued on  the  fourth  day  because  the 
total  sulfathiazole  blood  level  rose  pro- 
gressively from  15.5  mg.  percent  on  the 
first  day  to  21.8  mg.  percent  on  the  sec- 
ond, and  25  mg.  percent  on  the  third 
day.  The  nonprotein  nitrogen  of  the 
blood  similarly  increased  from  28  mg. 
percent  to  208  mg.  percent.  The  patient 
died  on  the  fourth  day.  Although  the 
fluid  intake  during  the  3%  hospital  days 
was  3,950,  4,060,  and  1,880  cc.,  the  total 
urine  output  for  3%  days  was  only 
1,200  cc.  (measured)  plus  an  estimated 
1,200  cc.  voided  involuntarily. 

At  autopsy,  extensive  gray  hepatiza- 
tion was  found  in  both  lungs,  and  a bi- 
lateral pyelonephritis  of  slight  degree. 
The  most  interesting  finding  was  the 
presence  of  numerous,  minute,  pale  yel- 
low, gritty  concretions  in  the  medulla 
of  both  kidneys  which  gave  the  pyramids 
a stippled  appearance.  This  finding 
suggested  the  experimental  lesions  of 
urolithiasis  medicamentosa  due  to  sulfa- 
thiazole reported  by  Gross,  Cooper  and 
Scott  and  subsequently  reported  in  a 
human  case  by  Pepper  and  Horack. 
However,  chemical  analysis  of  the 
washed,  gritty  material  indicated  only 
a trace  of  sulfathiazole.  It  is  probable 
that  in  the  presence  of  renal  damage, 
with  many  of  the  renal  tubules  already 
containing  concretions,  uremia  may  have 
been  precipitated  by  temporary  blockage 
of  other  tubules  from  sulfathiazole 
crystals  which  subsequently  dissolved. 

Patients  who  were  given  sulfathiazole 
often  expressed  a desire  for  more  food 
and  admitted  a greatly  stimulated 
appetite.  Locke  recently  showed  that 
rabbits  given  sulfathiazole  ate  more  and 
gained  weight  in  contrast  to  rabbits 
which  lost  weight  during  the  administra- 
tion of  other  sulfonamides.  A similar 
weight  increasing  effect  has  been  noted 
with  vitamin  B (thiamine)  which  also 
contains  the  tliiazole  linkage. 
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Simplified  microscopic  and  macroscopic 
flocculation  tests  for  the  diagnosis  of 
syphilis.  Fred  Boerner,  Charles  A. 
Jones  and  Marguerite  Lukens.  Am.  J. 
Clin.  Path.,  Baltimore,  10:  Tech  Suppl., 
pp.  141-151,  Nov.  1940. 

The  authors  describe  a microscopic 
flocculation  test  and  a macroscopic  floccu- 
lation test  for  the  serodiagnosis  of  syph- 
ilis. These  tests  are  not  fundamentally 
new,  but,  like  most  of  those  now  used,  are 
modifications  which  make  the  flocculation 
tests  not  only  simple  but  more  repro- 
ducible. The  reproducibility  of  technic 
is  very  important,  and  the  lack  of  it  is 
reflected  in  the  results  obtained  by  the 
same  test  in  different  laboratories. 

One  difficulty  common  to  most  floccula- 
tion tests  is  the  preparation  of  the  anti- 
gen. Many  workers  fail  to  get  the  desired 
sensitivity  and  specificity  as  recom- 
mended by  the  author  of  the  test.  Boer- 
ner, Jones  and  Lukens  believe  that  this 
difficulty  is  obviated  by  the  simplicity  of 
the  preparation  of  the  antigen  in  the  tests 
they  describe  here.  There  is  not  a single 
step  in  its  preparation  which  requires  a 
great  degree  of  accuracy.  For  this  reason 
they  believe  this  antigen  can  be  very 
readily  reproduced  by  others. 

In  these  tests  very  few  doubtful  reac- 
tions occur  because  most  of  the  reactions 
are  very  definitely  positive  or  negative. 
This  is  a distinct  advantage,  especially  to 
the  clinician  receiving  the  report.  Be- 
cause of  the  short  time  required  for  the 
performance,  both  tests  are  very  suitable 
for  use  as  pretransfusion  tests  in  cases 
where  time  is  at  a premium. 

The  authors  have  compared  these  tests 
with  the  Boerner-Lukens  Wassermann, 
the  Eagle,  and  the  Kline  tests.  They  have 
been  found  to  be  slightly  less  sensitive 
than  the  Kline  and  to  parallel  closely  the 
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Eagle  and  the  Boerner-Lukens  Wassei 
mann  tests.  New  equipment  for  the  pin 
pose  of  standardizing  the  technic  i 
described  and  shown  in  photographs 
Photographs  are  presented  showing  reac 
tions  with  the  tests. 

A study  of  the  sera  of  lepers  in  quanti 
tative  complement-fixation  tests  fo 
syphilis  and  tuberculosis.  Elizabet 
Maltaner.  Am.  J.  Trop.  Med.,  Balt 
more,  20:  843-848,  Nov.  1940. 
Although  complement  fixation  tests  fc 
syphilis  and  tuberculosis  possess  a big 
degree  of  specificity  as  aids  in  the  pra 
tical  diagnosis  of  these  diseases,  questioi 
have  arisen  regarding  their  significance  i 
the  examination  of  serums  from  patien 
with  leprosy.  Previous  reports  uniform 
record  reactions  of  serums  from  actn 
leprosy  with  tubercle  antigens  but  vai 
in  regard  to  reactivity  in  the  test  f< 
syphilis. 

The  author  examined  serums  from 
series  of  47  cases  of  leprosy  from  tl 
United  States  Marine  Hospital,  Carvill 
La.  These  cases  included  4 cutaneous, 
neural,  and  34  mixed  infections.  The  a 
tigen  used  in  the  quantitative  test  f 
syphilis  was  the  cliolbsterolized  boiled  i 
coliolic  extract  of  dried,  ether-extract 
beef  heart  tissue  that  has  proved  sat 
factory  both  in  sensitivity  and  specific! 
in  routine  practice  for  many  years. 

In  the  test  for  syphilis  only  3 of  the 
specimens  reacted  to  a high  degree, 
reacted  to  a less  marked  degree,  2 show 
a mere  trace  of  reaction,  and  2 gave  slig 
reactions  that  were  distinctly  atypical 
character  and  routinely  would  be  report 
as  unsatisfactory.  The  35  remaini 
specimens  were  negative.  One  of  the 
patients  whose  serums  reacted  to  an  : 
preeiable  degree  had  a history  of  clianc 
a year  previously  with  treatment.  In  t 
others,  the  lesions  that  were  present  w< 
explainable  on  the  basis  of  leprosy  alo 
although  several  had  had  at  one  time 
another  suggestive  signs  of  syphilis.  . 
but  one  had  histories  either  of  vener 
exposure  or  promiscuity.  Specimens  : 
all  but  1 of  the  8 cases  had  previously 
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icted  in  serologic  tests  for  syphilis  in 
mother  laboratory.  Four  of  the  speci- 
nens  were  from  neural  and  4 from  mixed 
ypes  of  leprosy. 

I Quantitative  tests  for  syphilis  and  tu- 
)erculosis  were  made  with  44  specimens 
!rom  patients  with  yaws,  secured  from 
famaica,  B.  W.  I.  All  but  3 of  the  speci- 
nens  reacted  in  the  test  for  syphilis,  the 
najority  of  them  to  a marked  degree. 

It  was  found,  therefore,  that  with  puri- 
ied  and  accurately  standardized  antigens 
ud  with  quantitative  methods  of  testing, 
t is  possible  to  evaluate  more  accurately 
i ban  hitherto  the  activity  of  leprosy 
erums  with  the  antigens  used  in  the  test 
or  tuberculosis  and  syphilis. 

Concentration  of  arsenic  in  tissues  of 
experimental  animals  following  intra- 
venous injection  of  massive  doses. 

B.  O.  Raulston  and  H.  J.  Magnuson. 
Tr.  A.  Am.  Physicians,  Philadelphia, 
| 1940,  55:  255-260. 

The  work  reported  was  undertaken  be- 
ause  of  an  apparent  need  for  more  infor- 
liation  concerning  the  distribution  of 
rsenic  in  the  animal  body,  especially 
ollowing  the  administration  of  large 
mounts  of  arsenicals  during  relatively 
hort  periods  of  time.  The  figures  pre- 
ented  are  based  upon  the  analyses  of 
issues,  blood,  urine,  bile,  and  feces  ob- 
jiined  from  11  dogs  who  had  received 
ljeotions  of  arsenic  and  1 control  animal 
?ho  had  received  5 percent  glucose  solu- 
ion  only.  Intravenous  injections  of  ar- 
enoxide,  0.4  mg.  per  kg.  of  body  weight, 
issolved  in  25  cc.  of  5 percent  glucose 
elution  were  continued  for  15  consecutive 
'ours,  which  allowed  10  doses  of  the 
rsenic  preparation  to  be  given  per  day. 
n animal  was  sacrified  at  the  end  of  1, 

, 3,  and  4 successive  days ; other  animals 
rere  kept  4,  8,  and  16  days  after  they 
ad  received  treatment  during  4 sueces- 
ve  days.  The  results  of  the  analyses  are 
mtained  in  a table. 

The  arsenic  was  found  to  enter  brain 
ssue  at  a slow  rate ; low  concentration 
as  attained  after  4 days  of  treatment 
id  it  disappeared  at  a slow  rate.  It  was 
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evident  that  the  concentration  of  arsenic 
in  other  tissues  paralleled  that  in  the 
blood,  except  in  kidney,  liver,  and  bone. 
The  concentration  in  the  kidney  and  liver 
reached  high  levels  early  because  large 
amounts  of  arsenic  are  excreted  in  the 
urine  and  bile. 

If  the  skeletal  muscle  is  considered  as 
representing  half  the  weight  of  the  ani- 
mal body,  the  amount  of  arsenic  contained 
in  this  was  seen  to  be  relatively  high 
throughout  the  course  of  treatment.  Sur- 
prising results  were  obtained  in  the  con- 
centrations found  in  the  bone.  Arsenic 
accumulated  in  this  tissue  rapidly  and 
when  treatment  was  stopped  it  increased. 
When  the  excretion  in  urine  and  feces  was 
studied  after  treatment  was  stopped,  the 
indications  were  that  arsenic  was  stored 
in  the  bones  and  then  removed  gradually 
by  way  of  the  liver  and  kidneys.  The  mar- 
row was  separated  from  cortex  of  bone 
in  a few  instances  and  it  was  found  that 
the  concentration  of  arsenic  was  approx- 
imately the  same  in  each. 

The  results  obtained  in  this  work  indi- 
cate that  the  rate  of  penetration,  the  con- 
centration attained,  and  the  rate  of 
disappearance  of  arsenic  from  the  bone 
marrow,  the  liver  and  the  central  nervous 
system  are  at  definite  variance  with  the 
corresponding  conditions  in  other  tissues 
analyzed.  Additional  studies,  particu- 
larly concerning  bone,  are  much  needed 
and  are  under  way. 

Prophylaxis  of  syphilis  by  locally  applied 
chemicals.  Methods  of  examination, 
results,  and  suggestions  for  further 
experimental  research.  Werner 
Worms.  Brit.  J.  Veil.  Dis.,  London, 
16:  186-210,  July-Oct.  1940. 

The  increased  incidence  of  syphilis 
which  accompanies  war  conditions  makes 
it  necessary  to  think  again  of  all  possible 
means  of  prevention.  Individual  local 
chemical  prophylaxis  is  important  al- 
though the  results  obtained  have  not  been 
uniform  either  in  practice  or  in  experi- 
mental research. 

The  author  reviews  experimental  work 
in  testing  the  value  of  a chemical  prepara- 
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tion  by  examinations  in  vitro,  in  vivo,  or 
both,  as  used  by  himself,  by  himself  and 
Schereschewsky,  Bessemans,  Mahoney, 
and  others.  He  then  discusses  the  results 
of  experimental  work  by  the  various 
investigators  with  locally  applied  prophy- 
lactic chemical  agents — calomel,  mercury 
perchloride,  bisulfate  of  quinine  and  mer- 
cury, quinine  hydrochloride,  arsphena- 
mine  and  bismuth. 

Worms  believes  that  the  reasons  for  so 
many  differences  in  results  by  different 
workers  lie  in  the  following : (1)  The  vary- 
ing intensity  of  the  mechanical  injury  pre- 
ceding the  inoculation.  (2)  The  size  of 
the  injured  area.  (3)  The  region  chosen 
for  the  inoculation.  (4)  The  amount  of 
the  chemical  substance  used.  (5)  Per- 
haps also  the  age  of  the  ointments  used, 
and  how  long  and  how  intensively  they 
are  applied.  (6)  The  relative  scarcity  of 
the  experiments  made ; only  large  series 
of  animals  could  eliminate  errors  due  to 
chance  which  may  play  a part  in  any  ex- 
periment. He  says  further  that  detailed 
research  work  is  still  necessary  to  clear 
up  the  problems  connected  with  the  pro- 
phylaxis of  syphilis  by  locally  applied 
agents.  Further  studies  on  the  action  of 
mercury  in  the  prevention  of  syphilis  seem 
to  be  necessary  if,  besides  the  local  action, 
a systematic  one  occurs,  as  Mahoney  be- 
lieves. Another  point  worth  investigation 
seems  to  be  whether  or  not  mercury  could 
be  found  in  the  regional  glands  after  the 
application  of  Metchnikoff's  calomel  oint- 
ment. Also  the  numerous  experiments  in 
which  calomel  ointment  prevented  infec- 
tion of  animals  require  further  ex- 
planations. 

A rapid  simple  test  for  sulfanilamide 

and  its  derivatives.  Milton  M.  Hart- 
man. J.  Lab.  & Clin.  Med.,  St.  Louis, 

26:  401-405,  Nov.  1940. 

Hartman  reports  a test  for  the  sulfan- 
ilamide group  which  is  applicable  quanti- 
tatively to  urine  and  qualitatively  to 
other  body  fluids.  The  test  commonly  in 
use  requires  4 reagents  and  at  least  30 
minutes  to  perform  in  all  its  steps.  In 


Hartman’s  test  the  simple  addition  ol 
para-dimetliylaminobenzaldehyde  ( Ehr- 
lich’s reagent)  in  an  acid  solution  to  the 
tissue  fluid  produces  an  immediate  bright 
yellow  color.  In  this  test  the  aldehyde 
group  of  the  reagent  reacts  with  the  free 
amino  group  on  the  benzene  ring  of  the 
sulfanilamide  and  its  derivatives. 

For  the  quantitative  determination  ol 
free  sulfanilamide,  sulfapyridine,  and  sulf- 
athiazole  in  urine  the  Klett-Summerson 
photoelectric  colorimeter  with  its  No.  42 
(blue)  color  filter  is  used.  The  results  ob- 
tained agree  exactly  with  those  obtained 
by  the  diazotization  methods.  If  a Klett 
colorimeter  is  not  available  there  are  two 
other  alternatives  which  give  satisfactory 
results : (1)  Match  the  color  obtained  with 
a set  of  permanent  (stoppered)  standards 
prepared  from  potassium  dichromate ; (2) 
compare  the  color  obtained  in  an  ordinary 
colorimeter  with  1 : 10,000  potassium 
dichromate. 

For  quantitative  determination  of  total 
(free  and  para-acetylated)  sulfanilamide, 
sulfapyridine,  and  sulfathiazole  in  urine: 
Heat  1 cc.  of  urine  and  1 cc.  of  2 normal 
hydrochloric  acid  in  a covered  beaker  in 
a water  bath  (boiling)  for  30  to  60  min- 
utes. Cool.  Neutralize  to  litmus  with  2 
normal  sodium  hydroxide.  Add  water  tc 
make  up  to  200  cc.  Run  determination  as 
for  free  compound  omitting  the  hydrogen 
peroxide,  which  is  no  longer  necessary. 

Comparative  studies  on  the  variable 
toxicity  of  dagenan  (sulfapyridine) 
and  of  Ciba  3714  (sulfathiazole)  for 
the  erythrocytes  of  the  blood  (cell  in- 
clusion anemias  due  to  methemo- 
globin  formation).  S.  Moeschlin  and 
and  H.  Hurschler.  Schweiz,  med. 
Wchnsehr.,  Basel,  70:  972-975,  Oct.  12, 
1940. 

The  authors  have  previously  reported 
the  finding  of  inclusion  bodies  (Heinz’s 
bodies)  in  the  erythrocytes  of  patients 
who  have  been  treated  with  sulfapyridine. 
These  inclusion  bodies  consist  of  small, 
single  round  bodies  located  at  the  periph- 
ery of  the  erythrocyte.  These  take  a 
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deep  stain  with  vital  dyes.  They  are 
not  related  to  the  so-called  reticulocytes. 
These  bodies  furnish  indirect  proof  for 
methemoglobin  formation  with  sulfapyri- 
dine  therapy,  since  inclusion  bodies  oc- 
curring in  such  large  numbers  have  un- 
til now  been  observed  only  in  methemo- 
globin formation  due  to  nitro-substances 
and  amido-benzenes. 

The  authors  studied  the  effect  of  sulfa- 
thiazole  on  the  erythrocytes  of  120  pa- 
tients who  were  being  treated  with  this 
drug.  In  none  of  them  could  the  forma- 
tion of  inclusion  bodies  be  observed  and 
none  of  them  developed  definite  anemias. 

Animal  experiments  with  white  mice  to 
whom  sulfapyridine  was  administered 
showed  definite  and  regular  formation  of 
inclusion  bodies  which  could  be  demon- 
strated as  early  as  the  third  to  fourth  day. 
No  inclusion  bodies  could  be  demonstrated 
in  rabbits.  Similar  experiments  with  sulf- 
athiazole  were  negative  in  spite  of  large 
and  long  continued  dosage.  There  was 
only  a slight  increase  of  reticulocytes  and 
a slight  decrease  in  hemoglobin  content. 
The  white  blood  picture  remained 
unchanged. 

As  a sign  of  increased  hemolysis  due 
to  sulfapyridine,  smears  obtained  from 
the  spleen  showed  numerous  macrophages 
with  abundant,  iron-containing  pigment 
[tand  many  erythroblasts  and  erythroblast 
mitoses,  whereas  animals  treated  with 
sulfathiazole  showed  only  moderate 
erythropoiesis  and  few  macrophages. 
The  bone  marrow  findings  were  less  defi- 
Inite  in  the  two  groups.  It  was  found 
that  about  2 to  3 days  are  required  for 
the  development  of  reticulocytes  into 
erythrocytes  and  about  the  same  time  for 
the  inclusion  bodies  to  become  visible  in 
the  erythrocytes. 

These  studies  show,  according  to  the 
* author,  that  sulfathiazole  has  a much 
| slighter  toxic  effect  on  the  erythrocytes 
i than  sulfapyridine,  which  is  probably  due 
1 to  a much  less  marked  methemoglobin 
I formation. 
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PUBLIC  HEALTH 
ADMINISTRATION 


Prostitution  as  a source  of  infection 
with  the  venereal  diseases  in  the 
armed  forces.  Charles  R.  Reynolds. 
Am.  J.  Pub.  Health,  New  York,  30: 
1276-1282,  Nov.  1940. 

The  author  briefly  reviews  the  venereal 
disease  control  measures  in  the  United 
States  Army  from  1778  to  the  present. 
He  describes  methods  used  to  control 
prostitution  in  the  vicinity  of  American 
military  centers  in  France  during  the 
World  War. 

A recent  sign  of  what  may  become  a 
serious  problem  in  a national  mobiliza- 
tion is  revealed  in  a survey  in  and  about 
two  southern  cities  during  military  ma- 
neuvers near  those  places  in  December 
1939  and  the  early  part  of  1940.  These 
surveys  were  conducted  by  agents  of  the 
American  Social  Hygiene  Association  aud 
by  the  United  States  Public  Health  Serv- 
ice, engaged  in  extramilitary  sanitation. 
Prostitution  and  its  accompanying  vices 
seemed  to  be  the  chief  enterprises  in  one 
of  these  cities  which  bore  the  reputation 
of  being  the  most  notorious  center  of  this 
kind  in  the  South.  Among  85  prostitutes 
examined  by  health  officers,  one-third 
were  found  to  have  syphilis,  one-half  had 
gonorrhea,  and  many  had  both.  The  sit- 
uation in  the  adjoining  military  station 
was  brought  under  control  only  after  the 
most  vigorous  measures  were  instituted 
by  the  military  commander  with  the  as- 
sistance of  the  United  States  Public 
Health  Service  upon  request  of  the  Sur- 
geon General  of  the  Army  and  with  the 
further  assistance  of  the  American  Social 
Hygiene  Association  in  cooperation  with 
State  and  local  health  and  police 
authorities. 

Prostitution  must  be  recognized  as  a 
fifth  column  in  the  United  States,  and 
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it  should  be  dealt  with  accordingly. 
Without  restraint  the  forces  of  prostitu- 
tion can  decimate  a military  command. 
Modern  life  seems  to  have  changed  the 
tactics  of  prostitution  to  keep  it  current 
with  changes  in  the  methods  of  war. 
Colonel  Dunham  has  said,  “Prostitution 
has  been  motorized  while  the  army  has 
become  mechanized.”  In  the  American 
Army  during  the  World  War  there  were 
357,969  cases  of  venereal  disease  among 
the  officers  and  enlisted  men,  represent- 
ing 4,745,415  days  lost  in  the  United 
States  and  1,748,067  in  the  American 
Expeditionary  Forces. 

The  plan  of  control  today  should  be  one 
attuned  to  the  requirements  of  the  pres- 
ent military  situation  and  in  principle 
should  include:  (1)  Military  measures — 
continuation  of  the  peace  program  of 
prevention,  intensified  to  meet  the  dan- 
gers inherent  in  a rapidly  enlarged  Army 
and  Navy;  (2)  assistance  of  State  and 
municipal  health  and  police  authorities 
acting  under  existing  statutes  and  ordi- 
nances which  in  most  localities  author- 
ize arrest,  quarantine,  and  treatment  of 
prostitutes  known  to  have  venereal  dis- 
ease; (3)  assistance  of  the  United  States 
Public  Health  Service  in  extramilitary 
sanitation  as  already  authorized  by  law 
and  now  provided  by  the  Administrator 
of  the  Federal  Security  Agency;  (4)  as- 
sistance by  an  awakened  public  and  such 
agencies  as  the  American  Social  Hygiene 
Association.  A joint  agreement  setting 
forth  the  plan  of  “Cooperation  of  the 
United  States  Public  Health  Service  in 
Extramilitary  Sanitation”  has  been 
published. 

The  author  concludes  that  venereal  dis- 
eases need  not  exact  a toll  from  the  mili- 
tary forces  comparable  with  past  expe- 
riences for  several  fundamental  reasons : 
(1)  They  are  preventable ; (2)  their  pre- 
vention is  largely  an  administrative  prop- 
osition consisting  of  measures  now  for- 
mulated and  standardized  through  expe- 
rience in  the  Army  and  Navy  and 
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successfully  tested  during  the  World  War 
and  in  the  campaign  carried  on  in  the 
civilian  population  by  Federal,  State,  and 
local  health  services;  (3)  cooperation  by 
the  United  States  Public  Health  Serv- 
ice, State  and  local  health  and  police 
authorities  has  been  more  fully  devel- 
oped; (4)  an  awakened  public  attitude 
toward  this  menace  which  provides  an 
ally  to  the  military  forces  and  which 
never  before  has  been  adequately 
mobilized. 

Public  health  in  national  defense. 

W.  S.  Leathers.  Am.  J.  Pub.  Health, 

New  York,  30:  1269-1275,  Nov.  1940. 

Venereal  diseases  occupy  first  place 
among  the  disabling  infections  in  the 
military  forces  of  the  United  States.  In 
the  World  War  the  record  shows  there 
were  approximately  100,000  more  new 
cases  of  syphilis  and  gonorrhea  in  the 
Army  and  Navy  than  there  were  wounds 
in  battle.  A complete  account  of  the 
devastating  effect  of  these  infections  in 
the  civil  population  would  present  a 
gloomy  and  depressing  picture. 

The  appropriation  made  available  by 
Congress  for  the  administration  of  the 
Federal  Venereal  Disease  Control  Act  in 
the  fiscal  year  1940  was  $6,200,000.  The 
discontinuance  of  the  $4,000,000  appropri- 
ation authorized  by  the  Chamberlain- 
Kahn  Act  during  the  last  war  showed  the 
futility  and  wastefulness  of  any  sporadic 
effort  for  the  ultimate  control  of  such 
infections.  No  nation  or  state  can  afford 
to  pursue  a shortsighted  policy  in  not 
providing  adequate  funds  for  a sustained 
fight  against  syphilis  and  gonorrhea.  The 
results  already  obtained  in  increased 
numbers  of  treatment  clinics,  in  improv- 
ing serodiagnostic  and  case-finding  pro- 
cedures, and  in  arousing  universal  inter- 
est and  support  are  ample  proof  of  the 
public  demand  to  continue  this  program 
until  venereal  diseases  become,  like 
typhoid  fever,  a negligible  health  problem. 
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Relationship  of  the  health  of  civilians 
to  efficiency  of  the  Navy.  With 
special  reference  to  the  venereal  dis- 
ease problem.  Charles  S.  Stephenson. 
Am.  J.  Pub.  Health,  New  York,  30: 
1291-1296,  Nov.  1940. 

America  must  build  an  effective  line  of 
defense  against  disease,  which  has  always 
maimed  and  killed  more  people  than  bul- 
lets in  any  war.  In  order  that  military 
forces  may  be  able  to  carry  out  their  mis- 
sion it  is  necessary  to  “keep  as  many  men 
at  as  many  guns  as  many  days  as  pos- 
sible.” Today,  it  is  necessary  to  keep  as 
many  men  at  as  many  tools  as  many  days 
as  possible.  To  accomplish  this  dual  task 
it  is  obvious  that  the  health  of  the  civilian 
population  is  vital  to  the  efficiency  of  the 
Army  and  Navy. 

The  greatest  single  health  problem  is 
syphilis,  and  it  is  one  whose  control  will 
not  only  greatly  assist  the  military  sur- 
geon to  conserve  manpower  and  effective- 
ness of  the  armed  forces  but  also  will  be 
of  lasting  benefit  to  the  civil  population. 

After  the  World  War,  with  the  demo- 
bilization of  the  military  and  naval  forces, 
there  was  a concurrent  demobilization  of 
highly  trained  social  hygienists  and  a 
drastic  reduction  of  funds  from  the  Fed- 
eral Government  for  the  control  of  vene- 
real disease.  Men  with  syphilis  who  were 
believed  to  be  noneontagious  were  dis- 
charged from  the  military  services.  Many 
of  these  men  were  not  adequately  treated. 
Their  return  to  civil  life  soon  resulted  in 
the  occurrence  of  syphilis  in  communities 
where,  before  the  war,  it  was  seldom  seen. 
Such  a condition  must  not  be  allowed  to 
recur. 

During  the  last  war,  due  to  the  com- 
bined efforts  of  the  Army,  the  Navy,  the 
American  Social  Hygiene  Association,  law 
enforcement  officials,  and  other  cooperat- 
ing agencies,  the  American  Army  achieved 
the  lowest  venereal  disease  rate  of  any 
military  force  engaged  in  that  upheaval. 
jDespite  that  record,  there  was  a shocking 
loss  of  manpower.  There  were  100,000 
more  new  cases  of  venereal  diseases  than 
there  were  wounds  in  battle.  The  Army 
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lost  6,804,818  sick  days.  This  is  equiva- 
lent to  the  absence  of  nearly  19,000  men 
for  a whole  year.  The  Navy  and  Marine 
Corps  had  57,146  cases  of  venereal  disease 
in  1917  and  191S,  with  a loss  of  687,792 
sick  days.  This  loss  is  equivalent  to  the 
absence  of  almost  1,900  men  for  a year. 
The  above  data  represents  only  the  re- 
ported cases.  The  number  of  men  who 
escaped  detection  and  were  able  to  conceal 
their  infections  has  long  been  a matter 
of  speculation  by  serious  thinkers  on  the 
venereal  disease  problem.  Much  of 
this  disease  was  caused  by  commercial 
prostitution. 

The  civil  service  personnel  of  the 
United  States  Navy  Yards  is  examined 
physically  prior  to  employment.  Those 
applicants  with  active  gonorrhea  or  chan- 
croid are  rejected.  Eligibility  for  employ- 
ment is  suspended  until  cure  has  been  ef- 
fected. Applicants  for  employment  who 
give  a history  of  syphilis,  or  who  show 
clinical  signs  of  this  disease,  are  rejected, 
and  their  eligibility  is  suspended  until 
evidence  has  been  submitted  showing 
2 years  of  adequate  treatment. 

Sailors  and  marines,  like  the  civil-serv- 
ice employees,  are  given  physical  exam- 
inations prior  to  entry  into  the  Navy  or 
Marine  Service,  and  only  those  free  from 
venereal  disease  are  accepted.  A continu- 
ous effort  is  made  to  keep  these  people 
from  becoming  infected.  Despite  this  ef- 
fort men  do  become  infected,  and  some- 
times the  rate  of  infections  reaches  alarm- 
ing proportions.  These  infections  are  ac- 
quired from  the  civil  population  in  the 
ports  of  call,  and  the  venereal  disease  rate 
in  the  Navy  is  an  index  of  the  venereal 
disease  conditions  in  the  cities  which  are 
naval  ports. 

The  strength  of  civil-service  personnel 
in  the  navy  yards  is  already  greater  than 
at  any  time  during  the  World  War,  and 
the  strength  of  the  Navy  and  Marine 
Corps  will  soon  exceed  the  average 
strength  of  1917. 

It  is  possible  to  predict  with  a great 
deal  of  accuracy  how  many  cases  of  ve- 
nereal disease  will  occur  in  the  Navy  and 
civil-service  personnel  unless  a tremen- 
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dous  effort  is  made  in  the  civil  communi- 
ties to  place  the  infected  population  under 
treatment  and  to  keep  them  under  treat- 
ment until  they  are  no  longer  active.  It 
is  time  to  start  a vigorous  campaign  of 
(a)  law  enforcement  to  suppress  com- 
mercialized prostitution,  (6)  treatment  of 
infected  persons  (enforced  if  necessary), 
and  (c)  a sensible  plan  for  rehabilitation 
of  the  prostitute. 

Parran’s  “Platform  for  Action”  in  his 
“Shadow  on  the  Land”  should  be  immedi- 
ately implemented  with  men  and  money  in 
order  to  conserve  the  health  of  the  civil 
community  and  promote  the  efficiency  of 
the  Navy. 

Venereal  diseases  are  preventable.  The 
cost  of  cure  is  greater  than  the  cost  of 
prevention. 

Minnesota  venereal  disease  control  pro- 
gram in  connection  with  military 
maneuvers.  It.  It.  Sullivan.  J.  Social 
Hyg.,  New  York,  26:  371-376,  Nov. 
1910. 

Beginning  in  April  1940  tentative  plans 
were  laid  for  a cooperative  health  pro- 
gram to  meet  problems  expected  to  be 
created  by  the  holding  of  military  maneu- 
vers in  Minnesota  in  August,  representing 
an  influx  into  a tourist  area  of  an  esti- 
mated 40,000  troops.  In  July  a meeting  at 
the  corps  headquarters  for  the  area  was 
attended  by  nearly  100  percent  of  the 
health  and  law  enforcement  authorities 
of  the  entire  maneuver  area,  in  addition 
to  representatives  of  the  military,  the 
United  States  Public  Health  Service,  and 
State  authorities.  A program  was  worked 
out  which  included,  among  other  points, 
provision  for  4 under-cover  agents  to  as- 
sist local  authorities  in  the  apprehension 
of  prostitutes,  provision  for  free  diagnos- 
tic and  treatment  facilities  and  special 
laboratory  services,  and  the  survey  of  all 
resorts,  cabin  camps,  etc.,  in  and  near  the 
maneuver  area. 

A summary  of  these  activities  showed 
that  a total  of  32  persons  were  examined 
for  venereal  disease,  and  6 new  cases  of 
gonorrhea  and  6 of  syphilis  were  treated 
in  the  area.  Seven  cases  of  gonorrhea 
were  acquired  in  the  maneuver  area  and 
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none  of  syphilis.  Only  3 cases  of  gonor- 
rhea and  none  of  syphilis  among  the 
civilians  were  related  in  any  way  to 
soldiers.  The  5 inspectors  made  2,050  in 
spections  of  restaurants,  hotels,  cabin 
camps,  and  resorts;  and  no  place  was 
found  where  prostitutes  were  available. 
Five  arrests  of  females  suspected  of 
being  prostitutes  were  made  the  first 
week,  but  no  further  arrests  were  made. 
In  all  places  of  business  the  names  of 
female  employees  were  taken,  and  the 
operators  were  warned  that  the  employ- 
ment of  girls  who  might  be  in  the  area  for 
immoral  purposes  would  not  be  tolerated. 

Full  tabulated  data  will  be  issued  from 
the  Seventh  Corps  surgeon’s  office  at  s 
later  date. 

Venereal  disease  in  war-time.  M.  Of 

fleer,  London,  64:  148,  Nov.  2,  1940. 

The  provisions  of  Circular  2181  (Oct 
23,  1940)  issued  by  the  Ministry  oi 
Health  are  considered.  It  has  been  de 
cided  by  the  Admiralty,  War  Office,  anc 
Air  Ministry  that  economy  of  time,  staff 
and  expenditure  would  be  secured  i; 
out-patient  continuation  treatment  anc 
tests  of  cure  on  selected  service  cases 
could  be  conducted  at  civilian  treatmeni 
centers  after  any  initial  treatment  thai 
it  may  have  been  considered  necessarj 
to  administer  in  service  hospitals.  The 
Minister  believes  that  the  civilian  treat 
ment  service  should  play  the  largest  pos 
sible  part  in  the  treatment  of  members 
of  the  forces,  and  authorities  of  ap 
proved  treatment  centers  are  therefor* 
requested  to  give  every  assistance  to  th< 
service  authorities  by  providing  treat 
ment.  A letter  is  being  sent  to  venerea 
disease  officers  setting  out  the  methods 
of  treatment  suggested  and  of  the  record 
ing  of  treatment  and  progress. 

Provision  is  made  for  payment  foi 
treatment  of  venereal  disease  amon§ 
service  patients,  and  also  for  the  costs 
of  laboratory  service. 

In  view  of  the  new  needs  created  bj 
the  war  and  of  the  calls  on  the  treat 
ment  service  likely  to  be  made  by  mem 
bers  of  the  forces,  the  Minister  has  de 
cided  to  assist  the  local  authorities  con 
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erned  by  the  payment  of  a grant  of  75 
ercent  of  approved  expenditures  bl- 
urred in  extending  the  treatment  serv- 
:e  to  meet  war-time  needs.  These  needs 
Iiould  be  met  in  the  main  in  rural  areas 
y mobile  units. 

’arliament.  Minister  of  Health  takes 
stock.  Venereal  disease.  Lancet, 
London,  2:  529,  Oct.  26;  567,  Nov.  2, 
1940. 

Malcolm  MacDonald  (Minister  of 
lealth)  told  the  House  of  Commons  on 
Ictober  17  that  the  incidence  of  venereal 
isease  in  England  had  shown  a large 
nd  steady  decline  over  the  last  20  years, 
ut  that  there  were  indications  during 
lie  last  few  months  that  it  was  once 
lore  on  the  increase.  This  was  partly 
result  of  the  new  large  congregations 
if  population  which  had  been  created 
round  military  camps  and  in  the  neigli- 
orhood  of  expanding  war  industries, 
n these  places  there  was  often  no  estab- 
shed  service  for  the  treatment  of  vene- 
?al  diseases  because  there  had  previ- 
usly  been  no  great  volume  of  cases  to 
3 dealt  with.  The  service  must  now 
la  extended,  although  the  burden  of 
haneial  responsibility  should  not  fall 
liainly  on  the  local  authorities.  Mac- 
donald said  that  he  had  asked  these 
jcal  authorities  to  maintain  or  expand 
|ieir  treatment  service  or  to  create  new 
aits  where  necessary.  He  stated  that 
lere  would  be  an  Exchequer  grant  of 
> percent  of  the  cost.  Officers  of  the 
inistry  of  Health  were  helping  to  estab- 
3h  an  effective  organization.  In  many 
iral  areas  a mobile  unit  would  be  the 
“St  means  of  achieving  results. 

The  Minister  of  Health  was  asked 
the  grant  to  local  authorities  of  75 
'rcent  of  their  war  expenditure  on  ve- 
*real  disease  included  expenditure  on 
lucation  and  propaganda. 

MacDonald  replied  that  the  grant  is 
tyable  toward  the  capital  and  mainte- 
mce  costs  of  new  treatment  facilities 
>cessitated  by  wartime  conditions, 
fiestions  of  education  are  under  con- 
i deration  by  the  Ministry  of  Health, 
wever. 
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Study  of  prevention  of  blindness  from 

ophthalmia  neonatorum.  Sight-Saving 

Rev.,  New  York,  10:  211-233,  Sept. 

1940. 

This  report  was  prepared  in  coopera- 
tion with  the  National  Society  for  the 
Prevention  of  Blindness  through  its  con- 
sultative relationship  with  the  Commit- 
tee on  Conservation  of  Vision  of  the 
State  and  Provincial  Authorities  of 
North  America. 

The  committee  requested  that  an  in- 
dividual record  be  supplied  for  each  case 
of  ophthalmia  neonatorum  reported  to 
health  officers  during  1939.  Such  rec- 
ords are  available  for  37  percent  of 
the  total  cases.  Factors  materially  af- 
fecting the  value  of  the  study  are  the 
incompleteness  of  the  information  on 
the  individual  record,  the  fact  that  59 
percent  of  the  total  records  came  from 
the  State  of  Ohio,  and  the  incomplete- 
ness in  the  reporting  of  cases  to  health 
authorities.  As  an  illustration  of  the 
latter,  during  an  investigation  it  was 
shown  that  whereas  only  23  cases  had 
previously  been  imported  for  the  period 
to  the  Department  of  Health  of  New 
York  City,  this  investigation  turned  up 
1,344  cases  of  ophthalmia  neonatorum 
among  192,478  births ; among  these  were 
141  gonorrheal  cases,  11  of  which  ended 
in  impaired  vision. 

The  following  facts  are  noted  from  the 
statistical  tables  which  accompany  this 
report  for  1939.  There  were  2,305,634 
live  births  reported  in  the  States  and 
Territories,  with  2,960  cases  of  oph- 
thalmia neonatorum,  of  which  370  were 
gonorrheal.  The  eorresponding  figures 
for  the  Provinces  were  217,765  live 
births,  44  cases  of  ophthalmia  neona- 
torum, with  6 gonorrheal  cases.  For  the 
total  cases  of  ophthalmia  neonatorum 
AgNOa  had  been  used  as  a prophylactic 
in  867  cases,  with  12  cases  resulting  in 
impaired  vision ; other  prophylaxis  was 
used  in  80  cases,  with  1 case  of  im- 
paired vision.  There  were  366  cases 
which  were  attended  by  a physician  in 
a hospital  and  606  in  a home;  74  were 
attended  by  a midwife.  For  gonorrheal 
infections  the  interval  between  date  of 
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birth  and  date  when  symptoms  were 
first  noted  ranged  from  1 day  to  34, 
with  a median  of  5 days.  Of  these  341 
cases,  in  17.6  percent  the  interval  was 
from  1 to  2 days ; in  42.6  percent,  from  3 
to  6 days;  and  in  27.6  percent,  from  7 
to  13  days.  The  duration  of  medical 
care  was  from  1 to  118  days,  with  a 
median  of  14  days ; 30.6  percent  of  the 
cases  were  under  treatment  for  from  7 
to  13  days. 

An  inquiry  into  the  working  of  the  pre- 
natal blood  test  law.  Bull.  Massa- 
chusetts Soc.  Social  Hyg.,  Boston,  10: 
1-3,  Nov.-Dee.  1940. 

On  November  1,  1939,  the  law  went  into 
effect  in  Massachusetts  which  requires 
every  doctor  caring  for  a pregnant  woman 
to  take  a blood  test  for  syphilis  at  her 
first  visit,  unless  it  had  already  been 
taken  by  another  physician  during  the 
pregnancy.  There  is  no  provision  in  the 
law  for  the  specific  recording  of  the  cases 
discovered  by  such  tests,  and  since  there 
are  no  penalties,  the  enforceability  de- 
pends wholly  upon  the  good  faith  of  the 
medical  profession.  The  law,  however, 
does  provide  an  instrument  for  increased 
educational  effort,  both  among  the  medical 
profession  and  the  general  public. 

After  the  law  had  been  in  effect  6 
months,  a questionnaire  was  sent  to  the 


doctors  in  4 communities  or  cities  askii 
what  they  thought  about  the  law  ai 
what  they  were  finding.  From  the  6 
questionnaires  sent  out,  the  replies 
only  239  physicians  had  significant  si 
tistical  value.  On  the  replies  of  2 
doctors,  4,843  blood  tests  were  reports 
and  the  239  doctors  reported  only  17  cas 
(0.35  percent)  with  a positive  blood  te 
This  figure  is  in  general  within  wh 
might  be  expected  according  to  otl 
reports. 

Seventy  percent  of  the  physicians 
plying  believed  that  the  law  was  eff 
five.  Five  percent  enumerated  difficult 
other  than  objections  from  their  patien 
among  which  were  the  difficulties 
getting  the  specimens  to  the  State  labo 
tory  and  in  getting  tubes  from  local  boai 
of  health. 

Of  the  17  cases  reported  as  positive, 
but  2 were  tested  before  the  fifth  mor 
of  pregnancy.  Eleven  were  given  a dis 
nosis  of  syphilis,  one  congenital,  and 
of  these  had  had  no  previous  knowledge 
the  disease. 

This  law,  if  properly  fortified  by  e( 
cational  work,  has  the  power  of  maki 
the  taking  of  blood  from  pregnant  worn 
for  serologic  examination  as  routine 
practice  as  is  the  dropping  of  silver  nitr: 
into  the  eyes  of  the  newborn. 
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Progress  in  the  Control  of  Venereal  Diseases 

in  Virginia 

OTIS  L.  ANDERSON 

Passed  Assistant  Surgeon,  United  States  Public  Health  Service 1 


N VIRGINIA,  the  history  of  organized 
,iublic  health  endeavor  toward  the  control 
if  venereal  diseases  is  divided  into  two 
beriods  of  activity.  The  first  of  these  was 
nitiated  by  the  entrance  of  the  United 
jltates  into  the  World  War.  Attention 
iiecame  focused  on  venereal  diseases  at 
lhat  time  because  of  the  high  rate  of 
nfection  discovered  in  men  recruited  for 
he  military  forces.  Though  designed  to 
jpe  intensive  at  its  inauguration,  this  pro- 
gram was  of  relatively  short  duration, 
jlue  undoubtedly  to  the  fact  that  it  was 
instigated  by  military  authorities  and  be- 
ause  of  the  lack  of  public  support  and 
tnderstanding  of  its  objectives.  The  sec- 
nd  era  of  venereal  disease  control  activ- 
ty  began  in  1936.  Fortunately,  this  period 
vas  not  associated  with  a war-time  emer- 
gency. It  began  under  more  normal  eir- 
umstances  as  the  result  of  Nation-wide 
ducation  and  publicity  sponsored  by  pub- 
ic health  authorities,  public  educators, 
nd  the  medical  profession.  The  past  4 
ears  have  seen  the  conservative,  though 
onsistent,  growth  of  this  activity  to  its 
'resent  position,  a definitely  coordinated 
'art  of  the  general  public  health  program 
n Virginia. 

The  first  program  developed  for  the 
ontrol  of  venereal  diseases  in  Virginia 
fas  begun  in  1918.  During  April  of  that 
ear  a meeting  of  representative  officers 
f the  United  States  Public  Health  Serv- 
ice, the  Commission  on  War  Training 


1 Detailed  to  Virginia  Department  of 
iealth. 
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Camp  Activities,  and  the  Virginia  Depart- 
ment of  Health  was  called  to  discuss 
measures  that  would  influence  the  control 
of  these  diseases. 

In  July  1918  the  Interdepartmental 
Social  Hygiene  Board  was  created  by  an 
act  of  Congress.  Among  the  duties  of  this 
Board  was  the  responsibility  of  devising 
and  recommending  a broad  program  for 
the  control  of  venereal  diseases  through- 
out the  United  States  and  the  coordina- 
tion of  the  control  measures  developed  by 
State  boards  of  health  and  the  United 
States  Public  Health  Service. 

The  complete  program  recommended  by 
the  Interdepartmental  Social  Hygiene 
Board  was  adopted  in  Virginia.  Active 
prosecution  of  the  program  began  in  Jan- 
uary 1919,  at  which  time  a full-time  di- 
rector was  appointed  to  head  the  newly 
created  division  of  venereal  diseases  in 
the  State  department  of  health.  In  addi- 
tion to  the  administration,  the  program 
was  concerned  with  three  principal  activi- 
ties ( 1 ) (1)  Repressive  measures,  (2) 
treatment,  and  (3)  education  and  pub- 
licity. 

Several  laws  were  enacted  as  the  result 
of  the  interest  and  importance  attached 
to  the  venereal  diseases  by  the  public  and 
legislative  bodies  at  that  time.  These 
laws  (2)  provided  for  the  examination 
and  punishment  of  persons  convicted  of 
prostitution  or  keeping  houses  of  ill  fame 
and  for  commitment  of  such  persons  to 
city  farms  or  hospitals ; prohibited  ad- 
vertising concerning  venereal  diseases; 
prohibited  soliciting,  aiding,  or  permit- 
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ting  prostitution  or  illicit  sexual  inter- 
course; prohibited  marriage  of  persons 
with  contagious  venereal  disease.  The 
prohibition  of  marriage  is  described  in  the 
law  as  follows : “That  no  woman  under 
the  age  of  45  years,  or  any  man  of  any 
age,  except  he  marry  a woman  over  the 
age  of  45  years,  either  of  whom  is  a 
habitual  criminal,  idiot,  imbecile,  heredi- 
tary epileptic,  or  insane  person,  or  any 
person  of  any  age,  who  is  afflicted  at  the 
time  with  any  contagious  venereal  dis- 
ease, shall  hereafter  intermarry  or  marry 
any  other  person  within  this  State.” 

This  law  did  not  require  a serologic 
test  for  syphilis  or  physical  examination 
unless  the  clerk  on  his  own  initiative  re- 
quested evidence  of  freedom  from  disease. 
It  will  be  interesting  to  note  the  decided 
change  of  thought  when  this  act  is  com- 
pared with  recent  legislation  concerning 
marriages,  passed  by  the  General  Assem- 
bly 1940,  presently  discussed  in  this  paper. 

The  State  board  of  health  in  June 
1918  adopted  additional  rules  and  regu- 
lations for  the  control  of  venereal  dis- 
eases. Syphilis,  gonorrhea,  and  chancroid 
were  declared  dangerous,  infectious,  and 
communicable  diseases.  The  most  im- 
portant of  these  rules  (S)  provided  (a) 
for  the  reporting  of  venereal  diseases  to 
the  local  or  State  department  of  health ; 
(b)  for  mandatory  instruction  of  infected 
persons  by  physicians  regarding  measures 
to  follow  in  preventing  the  further  spread 
of  their  diseases;  (c)  for  the  examina- 
tion of  individuals  reasonably  suspected 
of  having  a venereal  disease  and  quaran- 
tine of  infected  persons  dangerous  to  the 
public  health.  The  term  “reasonably 
suspected”  was  interpreted  in  the  regu- 
lations as  applying  to  vagrants,  prosti- 
tutes, keepers,  inmates,  employees,  and 
frequenters  of  houses  of  ill  fame.  It  is 
apparent  from  this  application  that  a 
conviction  had  first  to  be  obtained  on  one 
of  the  above  designations  before  an  ex- 
amination could  be  accomplished  on  a 
suspect  (contact)  who  was  unwilling  to 
submit  voluntarily.  The  regulations 


(still  operative)  do  provide,  however,  fo 
the  quarantine  of  known  infectious  o 
potentially  infectious  persons  who  ar 
conducting  themselves  in  such  a manne 
as  to  be  a public  health  menace.  Thi 
provision  enables  the  health  officer  t 
isolate  such  cases  and  is  employed  at  th 
present  time  when  recalcitrant  person 
become  delinquent  in  their  treatment.  A; 
a rule,  such  a person  would  rather  resum 
treatment  than  be  quarantined  for  an  e3 
tended  period  of  time  to  his  home,  jail 
State  farm,  or  such  place  as  the  healt; 
officer  might  designate.  These  rules  am 
regulations  were  enacted  into  law  by  th 
General  Assembly  in  extra  session  Ar 
gust  1919. 

The  staff  of  the  division  of  venerea 
diseases  was  particularly  active  in  prose 
cuting  the  repressive  measures  of  the  pro 
gram.  Reports  and  assistance  were  ren 
dered  local  police  authorities  in  suppress 
ing  violations  of  laws  against  commer 
cial  vice,  detailed  investigations  wer 
made  of  hotels  and  rooming  houses,  ant 
arrests  were  made  on  charges  of  solicitinj 
or  procuring  for  immoral  purposes 
Chauffeurs  were  sucqessfully  prosecutet 
for  using  automobiles  in  transporting  per 
sons  for  acts  of  prostitution,  and  a num 
ber  of  persons  were  convicted  of  keepinj 
houses  of  prostitution. 

Treatment  of  the  venereal  diseases  wa 
provided  at  the  two  existing  clinics  a 
the  University  of  Virginia  Hospital  ant 
the  Medical  College  of  Virginia,  and  a 
the  new  clinics  organized  in  the  large] 
cities  of  the  State  during  1918  and  1919 
The  salary  of  a clinician  was  providet 
for  the  operation  of  these  treatment  dis 
pensaries,  and  arsphenamine  and  mer 
cury  preparations  were  furnished  withou 
charge.  These  drugs  were  also  furnishec 
to  penal  and  charitable  institutions  ant 
to  the  industrial  schools  for  white  ant 
colored  girls. 

On  April  1,  1918,  the  State  departmen 
of  health  laboratory  began  performing 
the  Wassermann  test,  and  in  1919  in 
augurated  the  service  of  examining 
smears  for  the  identification  of  the  gono 
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:occus.  These  examinations  were  made 
without  charge. 

The  education  and  publicity  features 
'f  the  control  program  were  energetically 
pplied  and  accomplished  principally  by 
aeans  of  public  addresses,  lantern  slide 
emonstrations,  motion  picture  films  (“Fit 
"o  Win,’’  “The  End  Of  The  Road,”  etc.) 
nd  by  the  distribution  of  bulletins  and 
amphlets.  Particular  emphasis  was 
'laced  on  social  hygiene  and  the  morbid 
egenerative  changes  resulting  from  in- 
ection  with  a venereal  disease. 

The  control  program  as  it  had  been 
rganized  was  making  satisfactory  prog- 
ess  until  July  1920,  at  which  time  Fed- 
ral  appropriations  were  curtailed.  The 
riginal  Federal  appropriation  of  $22,- 
15.58  allotted  by  the  Interdepartmental 
( ocial  Hygiene  Board,  together  with 
11,000  contributed  by  State  agencies, 
rovided  a budget  of  $35,415.58  for  the 
ear  1919.  Federal  funds  to  Virginia 
•ere  reduced  in  1920  to  $12,246.65.  A 
mall  reduction  was  made  each  year  until 
y 1925  the  allotment  was  only  $546.11. 
here  was  no  Federal  appropriation  in 
126.  State  appropriations  reached  a low 
t $2,200  in  1924  and  in  1926  increased  to 
7,000.  However,  the  amount  of  money 
vailable  after  July  1,  1920  was  insuf- 
cient  to  conduct  a satisfactory  program 
ud  each  succeeding  year  witnessed  a 
ipid  disintegration  of  the  control 
rogram. 

In  the  fall  of  1920  the  full-time  director 
ijE  the  division  of  venereal  diseases  re- 
gned.  The  name  of  the  division  was 
ranged  to  the  “bureau  of  social  hy- 
iene.”  Financial  assistance  to  all  but 
iree  of  the  venereal  disease  clinics  was 
iscontinued  and  the  distribution  of 
ptisyphilitic  drugs  restricted  to  the  12 
operating  clinics.  In  1925  all  financial 
distance  as  well  as  free  anti  syphilitic 
t'ugs  and  the  vestiges  of  other  services, 
scept  the  educational  program,  were 
scontinued.  Educational  work  was 
mtinued  under  the  direction  of  a wo- 
an  educational  director  who  confined 
3r  activities  essentially  to  addressing 


lay  organizations,  college  and  school 
groups  of  women  and  young  girls.  Social 
hygiene  was  the  general  theme.  This 
portion  of  the  remaining  program  was 
also  discontinued  in  1930.  A few  of  the 
clinics  in  the  larger  cities  continued  to 
function  under  the  direction  of  local 
health  departments,  with  funds  provided 
by  local  governmental  bodies.  The  col- 
lection of  morbidity  and  clinic  activity 
reports  was  transferred  to  the  bureau  of 
communicable  diseases.  The  only  activ- 
ity henceforth  that  might  be  construed 
to  have  any  relationship  to  a venereal 
disease  program,  except  the  performance 
of  serologic  tests  for  syphilis  and  exam- 
ination of  smears  for  the  gonococcus,  was 
an  agreement  with  the  Virginia  Social 
Hygiene  Council  (a  branch  of  the  Medi- 
cal Society  of  Virginia)  to  purchase  at 
wholesale  rates  and  to  distribute  at  cost 
to  physicians  certain  drugs  used  in  the 
treatment  of  syphilis. 

Through  the  cooperative  efforts  of  the 
Julius  Rosenwald  Fund,  the  United 
States  Public  Health  Service,  and  the 
Virginia  Department  of  Health  a local 
demonstration  in  the  control  of  venereal 
diseases  was  organized  for  one  city  and 
the  surrounding  county  (4).  This  dem- 
onstration began  in  January  1931  and 
continued  over  a period  of  16  months. 
During  this  period  3,812  Negroes  were 
given  serologic  examinations,  and  of  this 
number  339  (8.9  percent)  were  found  to 
have  positive  serologic  reactions.  During 
1934  a serologic  resurvey  was  made  of 
this  same  county  and  city,  and  of  1,949 
persons  examined,  358  (13.3  percent)  had 
positive  tests.  Serologic  surveys  were 
also  conducted  by  the  State  department 
of  health  in  several  other  counties  and 
cities  in  the  State.  A total  of  2,976  col- 
ored and  403  white  persons  were  exam- 
ined, of  which  11.1  percent  and  4.4  per- 
cent, respectively,  had  positive  serologic 
reactions. 

Although  there  was  no  organized  pro- 
gram from  1930  to  1936,  considerable  ef- 
fort was  devoted  to  fact-finding  activities 
and  this  served  subsequently  to  create 
new  interest  in  the  problem. 
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With  the  stimulus  of  Nation-wicle  pub- 
licity focused  on  syphilis  and  gonorrhea 
in  1936  and  the  recognition  of  these  dis- 
eases as  a major  health  problem,  interest 
was  revived  in  Virginia  in  the  organiza- 
tion of  a program  of  control.  Ou  De- 
cember 4,  1936  an  officer  of  the  United 
States  Public  Health  Service  was  detailed 
to  the  Virginia  Department  of  Health  for 
the  purpose  of  cooperating  in  the  de- 
velopment of  a plan  for  the  control  of  the 
venereal  diseases.  Shortly  thereafter  a 
division  of  venereal  disease  control  was 
created  in  the  bureau  of  communicable 
diseases,  functioning  as  an  autonomous 
division.  On  February  1,  1937,  a director 
for  this  division  was  appointed  as  a full- 
time officer  by  the  State  Health  Commis- 
sioner. 

In  that  same  year  the  Medical  Society 
of  Virginia  appointed  a committee  to  re- 
view the  available  information  on  the 
problem  of  syphilis  control  in  Virginia 
and  to  make  recommendations.  A quota- 
tion from  the  report  made  by  this  com- 
mittee serves  to  express  its  opinion  ; “The 
present  program  is  entirely  inadequate. 
The  necessary  changes  and  additions  will 
require  substantial  financial  appropria- 
tions. The  responsibility  of  eventually 
eradicating  syphilis  must  be  accepted  by 
the  general  medical  profession.  We  hope 
that  the  organized  public  health  facilities 
will  be  able  to  secure  appropriations 
which  will  allow  them  to  take  a more 
active  leadership  in  the  program.” 

During  the  fiscal  years  1937  and  1938, 
$12,000  and  $30,000,  respectively,  were  al- 
lotted for  the  control  of  venereal  diseases 
from  funds  provided  by  the  Social  Se- 
curity Act.  In  subsequent  years  both 
State  and  Federal  funds  have  been  ap- 
propriated to  carry  on  the  program.  The 
General  Assembly  of  Virginia  in  1938  ap- 
propriated $23,830,  viz,  $11,915  for  each 
year  of  the  biennium.  This  sum  of  money, 
together  with  an  allotment  of  $58,983 
from  the  United  States  Public  Health 
Service,  provided  a budget  of  $70,898  for 
the  fiscal  year  1939.  For  the  present  year, 
ending  June  30,  1940,  the  budget  totals 
$118,312,  of  which  the  State  contributes 
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$11,915  and  the  United  States  Publ 
Health  Service  $106,397.  The  Gener; 
Assembly  in  1940  appropriated  $54,000  fi 
the  control  of  venereal  diseases  in  Vi 
ginia  during  the  next  biennium.2 

The  first  step  undertaken  in  the  o 
ganization  period  of  the  present  venere 
disease  control  program  was  a study  < 
all  available  material  bearing  on  the  i 
cidence  and  prevalence  of  the  venere 
diseases  in  Virginia.  It  was  realiz< 
that  such  a definition  would  vary  in  tl 
several  sections  of  the  State  because  < 
the  variation  in  the  social,  economic,  ar 
racial  distribution  of  the  population.  Tl 
rate  of  infection  in  the  colored  race 
considerably  higher  than  that  of  tl 
white  race  and  is  undoubtedly  due  ' 
the  fact  that  more  Negroes  in  compai 
son  to  the  white  population  fall  into  tl 
lower  economic  and  social  brackets. 

The  July  1930  census  records  the  tot 
population  of  Virginia  as  2,425,000- 
white,  1,774,000  and  colored,  651,00 
Approximately  26  percent  of  Virginia 
population,  therefore,  is  colored,  and  tl 
distribution  of  this  race  in  the  State 
important  from  the  ( standpoint  of  tl 
prosecution  of  more  intensive  contr 
activities  in  the  several  sections  whe: 
the  colored  population  is  relative! 
greater. 

The  percentage  of  the  State  colon 
population  is  greater  in  the  southeastei 
section  of  Virginia.  Each  of  seven  cou: 
ties  contain  over  2 percent  of  the  Sta 
colored  population.  Further,  the  proble 
of  any  community  depends  upon  the  pe 
centage  of  the  colored  population  of  tl 
individual  county.  In  each  of  six  cou: 
ties  the  proportion  of  colored  to.  tot 
population  is  60  percent  or  over. 

Inasmuch  as  morbidity  case  reportir 
for  syphilis  and  gonorrhea  in  Virgin 
has  been  far  from  complete,  an  attem] 
to  estimate  the  incidence  of  these  di 
eases  was  based  on  serologic  surveys  i 
the  general  population  conducted  durii 
the  past  several  years.  Applying  the; 


2 Local  appropriations  for  the  control 
venereal  diseases  not  included. 
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percentages  (white,  4 to  5 percent;  col- 
ored, 15  percent)  to  the  State  population, 
it  has  been  estimated  that  there  are  180,- 
000  cases  of  syphilis^  of  which  approxi- 
mately 90,000  cases  exist  in  the  white 
population  and  a similar  number  in  the 
colored. 

Data  obtained  from  the  five  State  hos- 
pitals for  mental  diseases  in  Virginia 
showed  that  264  cases  of  syphilis  were 
admitted  in  1937.  This  averaged  7.9  per- 
cent of  all  admissions  to  these  institu- 
tions. It  cost  the  State  $112,233.62  to 
maintain  this  group  of  syphilitic  patients 
for  the  year. 

A new  program  for  the  control  of  ve- 
nereal diseases  in  Virginia  was  formulated 
in  1937.  It  embraces  the  principal  fea- 
tures of  the  advisory  committee’s  report 
to  the  United  States  Public  Health  Serv- 
ice, setting  forth  “Recommendations  for 
a Venereal  Disease  Control  Program  in 
State  and  Local  Health  Departments  (5).” 
At  the  October  1937  meeting  of  the  Vir- 
ginia State  Medical  Society  a resolution 
was  adopted  by  its  members  endorsing 
the  plan  for  the  control  of  venereal  dis- 
eases as  had  been  formulated  by  the  Vir- 
ginia Department  of  Health. 

The  Virginia  program  includes  the  fol- 
lowing : 

1.  Morbidity  reporting. 

2.  Treatment  facilities. 

a.  Clinics. 

b.  Free  distribution  of  antisyphi- 
litic drugs. 

c.  Standardization  of  treatment. 

d.  Special  diagnostic  centers. 

3.  Laboratory  facilities. 

4.  Epidemiologic  service. 

5.  Professional  informative  program. 

6.  Lay  education. 

7.  Prophylaxis. 

Venereal  diseases  were  made  report- 
able  to  the  State  department  of  health  in 
Virginia  by  the  enactment  of  a law  on 
| March  20,  1920.  Morbidity  reports  were 
originally  received  at  irregular  intervals 
at  such  times  as  cases  occurred  in  the 
practice  of  physicians.  In  1932  a weekly 
morbidity  report  card  including  all  re- 
portable communicable  diseases  was 
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adopted  by  the  department.  Since  a sat- 
isfactory classification  of  the  venereal 
diseases  was  not  possible  under  this  sys- 
tem, a sepai’ate  means  of  reporting  syph- 
ilis and  gonorrhea  was  inaugurated  Jan- 
uary 1,  1938. 

In  counties  and  cities  with  full-time 
health  departments,  in  which  jurisdic- 
tions the  case  repox*ts  are  made  directly 
to  the  local  health  agencies  which  in  turn 
transmit  them  to  the  State  department  of 
health,  a case  report  form  which  provides 
for  contact  information  has  been  devel- 
oped. The  case  report  identifies  the  pa- 
tient by  means  of  serial  number  and/or 
patient’s  name  or  initials  (optional) . The 
classification  of  disease  is  the  same  as 
that  recommended  by  the  United  States 
Public  Health  Service  (6).  Notification 
of  delinquent  patients  is  provided  for  by 
the  use  of  a second  cax-d  which  remains 
attached  to  the  physician’s  record  book, 
but  which  can  be  removed  and  forwarded 
to  the  local  health  department  for  action 
when  individuals  fail  to  return  for  neces- 
sary treatment.  The  remaining  stixb  in 
the  record  book  is  designed  to  serve  as  a 
permanent  record  of  treatments  if  the 
physician  so  desires.  These  three  forms 
are  provided  on  a single  9"  x 5"  card 
perforated  into  the  three  sections:  (1) 
Case  report  and  contact  information;  (2) 
delinquent  notice;  (3)  physician’s  treat- 
ment record.  Ten  such  complete  forms 
are  bornid  in  heavy  Manila  paper  and 
arranged  in  a booklet. 

In  cities  and  coixnties  withoixt  full-time 
local  health  service,  in  which  areas  physi- 
cians report  directly  to  the  State  depart- 
ment of  health,  a case  report  card  with 
identical  classification  of  diseases  but 
without  provision  for  contact  information 
has  been  adopted.  The  form  used  in  these 
sections  does  not  contain  the  delinquent 
notice  card. 

The  use  of  these  report  forms  was  be- 
gun in  1938,  during  which  year  the  num- 
ber of  cases  of  syphilis  reported  to  the 
department  more  than  doubled  the  previ- 
ous yeax'ls  figures.  It  is  believed  that  the 
xiew  system  of  reporting  was  responsible 
in  some  measure  for  this  improvement, 
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though  the  distribution  of  free  drugs  con 
tingent  upon  case  reports  perhaps  had 
more  influence.  Figure  1 shows  the  num- 
ber of  cases  of  syphilis  and  gonorrhea 
reported  yearly  in  Virginia  from  1919 
through  1939.  Of  material  value,  how- 
ever, has  been  the  opportunity  for  a more 
detailed  analysis  of  venereal  disease  case 
data  afforded  by  the  present  record  forms. 
In  addition,  the  provision  of  contact  in- 
formation and  delinquent  treatment  no- 
tice in  areas  served  by  local  departments, 
though  not  thus  far  utilized  to  a satis- 
factory degree,  should,  as  the  local  pro- 
grams develop,  serve  an  important  need. 
Approximately  10  percent  of  case  reports 
have  contained  contact  information.  Dur- 
ing the  same  period,  1,204  notices  of  dis- 
continuance of  treatment  have  been 
received. 

In  December  1936  there  were  19  vene- 
real disease  clinics  throughout  the  State. 
This  number  has  been  increased  to  108 
as  of  January  1,  1941.  A total  of  148 
clinic  sessions  are  now  being  held  each 
week.  Approximately  45  of  the  108  clinics 
are  located  in  the  southeastern  sections 
of  the  State,  where  the  largest  Negro  pop- 
ulation is.  The  State  department  of 
health  assists  in  the  operation  of  these 


clinics  by  furnishing  all  necessary  record 
forms,  free  antisyphilitic  drugs,  and  cer- 
tain equipment.  Payment  of  an  honorar- 
ium to  private  physicians  conducting  the 
clinic  sessions,  and  consultation  service 
by  staff  members  of  the  division  of  vene- 
real disease  control  are  also  provided  by 
the  department. 

The  majority  of  clinics  are  located  in 
cities  and  counties  having  full-time  health 
service.  In  such  instances  the  health  offi- 
cer is  responsible  for  the  administration  ; 
the  public  health  nurse  arranges  the  clinic 
setup  and  assists  in  its  operation ; local 
practicing  physicians,  recommended  by 
their  medical  society,  perform  the  clinical 
examinations  and  administer  the  treat- 
ments. The  practitioners  serve  on  a ro- 
tating schedule  of  not  less  than  3 months 
each.  Recommendations  regarding  the 
diagnosis  and  standardization  of  treat- 
ment for  syphilis  have  been  introduced 
in  all  clinics.  Either  the  health  officer  or 
the  nurse  obtains  the  contact  histories 
from  patients  and  conducts  the  case-find- 
ing and  case-holding  activities.  Table  1 
shows  a summary  of  the  activities  of  the 
clinics  cooperating  with  the  Virginia 
Department  of  Health  ,during  the  fiscal 
years  1938  and  1939. 


Table  1.- — Clinic  activities 


Fiscal  year 

New  cases 
admitted 

Number  of  treatments 
administered 

Number 
of  visits 
for  treat- 
ment, 
examin- 
ation, or 
advice 

Social  service 
visits 

Syphilis 

Gonor- 

rhea 

Arsphen- 

amine 

Bismuth 

Gonor- 

rhea 

Contacts 

Delin- 

quents 

1937-38 

4, 648 
9,658 

530 
1, 146 

58, 128 
139,  420 

42,  552 
130,  271 

3,270 
7, 079 

121,  687 
317,  876 

7,110 
8,  598 

20,  231 
47, 989 

1938-39 - 

On  October  10,  1938  the  service  of  dis- 
tributing free  antisyphilitic  drugs  to 
physicians,  hospitals,  and  clinics  (except- 
ing State  and  Federal  institutions)  was 
inaugurated.  These  drugs  are  furnished 
for  all  cases  of  syphilis,  regardless  of  the 
patient’s  economic  status,  and  are  dis- 
tributed on  the  basis  of  case  reporting. 
Hospital  and  clinic  requisitions  for  drugs 
are  not  limited  to  any  specific  quantity. 


A physician’s  requisition  for  a single  case, 
however,  is  limited  to  10  ampules  of  an 
arsenical,  10  ampules  of  distilled  water, 
and  one  30-cc.  bottle  of  bismuth.  A physi- 
cian is  permitted  to  submit  as  many  requi- 
sitions at  any  one  time  as  he  has  cases 
of  syphilis  in  his  practice.  He  is  also  al- 
lowed to  reorder  for  the  same  case  after 
an  interval  of  8 weeks  from  the  date  of  the 
last  requisition. 
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The  following  drugs  are  distributed: 

Arsphenamine gm__  0. 4 3.0 

Neoarsphenamine_gm__  .3  .45  0.6  3.0 

Sulfarsphenamine_gm__  .2  .3  .4 

Mapharsen gm__  .04  .06  .6 

Triple-distilled  water ce._  10  50 

Bismuth  subsalicylate  in  oil 
(bottles) cc_-  30  100 

These  drugs  are  furnished  to  9 city 
and  29  county  health  departments  for  dis- 
tribution in  their  respective  jurisdictions. 


In  counties  without  full-time  health  serv 
ice,  these  drugs  are  furnished  di recti; 
from  the  State  department  of  health. 

Table  2 shows  the  number  of  individua 
physicians,  hospitals  and  clinics  receivin; 
drugs  over  two  comparable  nine-montl 
periods,  the  quantity  of  drugs  supplied,  th 
estimated  number  of  doses,  and  the  cos 
price  of  the  material  distributed. 


Table  2. — Distribution  of  antisyphilitic  drugs 


Phy- 

si- 

cians 

Clin- 

ics 

All  arsenicals 

Bismuth 

Distilled  water 

Period 

and 

hos- 

pi- 

tals 

Grams 

Doses 

Value 

Cubic 

centi- 

meters 

Doses 

Value 

Cubic 

centi- 

meters 

Value 

Total 

value 

Oct.  10,  1938  to 
June  30,  1939. .. 

979 

104 

62,  992. 4 

224, 130 

$28,  369.  60 

261,  840 

130,910 

$2, 417.  32 

1, 270,  200 

$4, 833.  60 

$35,  620. ! 

July  1,  1939,  to 
Mar.  31,  1940. . 

886 

117 

61,  245.  0 

226,  490 

27, 267. 14 

297, 045 

274,  762 

1, 685.  76 

1, 373, 850 

4,  571. 64 

34,  708. : 

Figure  2 presents  graphically  the  esti- 
mated number  of  doses  based  on  the 
quantity  of  drugs  supplied  to  private 
practitioners  and  to  clinics  and  hospitals 
during  these  two  9-month  periods.  It  is 
interesting  to  note  that  private  physi- 
cians have  been  about  equally  divided  in 
their  choice  between  neoarsphenamine 
and  mapharsen,  whereas  hospitals  and 
clinics  decidedly  have  used  much  more 
mapharsen.  Arsphenamine  is  now  being 
requested  by  relatively  few  private  physi- 
cians and  in  only  two  clinics  in  the  State. 

Satisfactory  laboratory  facilities  are 
of  basic  importance  in  any  venereal  dis- 
ease program.  Fortunately,  in  Virginia 
the  serologic  test  for  syphilis  and  the  ex- 
amination of  smears  for  the  identification 
of  the  gonococcus,  added  as  regular  serv- 
ices in  1918  and  1919,  respectively,  have 
been  available  continuously  without 
charge  to  the  profession.  In  April  1937 
the  delayed  dark-field  examination  was 
added  as  an  additional  service  in  the  cen- 
tral laboratory  at  Bichmond,  and  was 
provided  in  the  three  district  laboratories 
located  at  Abingdon,  Luray,  and  Norton 
in  1938. 

Beginning  in  1932  periodic  attempts 
were  made  to  check  the  efficiency  of  the 
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examinations  performed  in  the  State  d< 
partment’s  laboratory  through  the  co-ope 
ation  of  public  health  and  institution? 
laboratories  in  this  and  other  States.  Bs 
cause  of  the  considerable  variability  i 
regard  both  to  the  type  of  tests  and  tecl 
nics  followed  in  the  participating  labor; 
tories  no  truly  reliable  comparison  of  n 
suits  was  possible.  Thus  the  inaugur; 
tion  in  1937  of  the  evaluation  studi( 
conducted  by  the  United  States  Publ: 
Health  Service  for  State  laboratory 
afforded  a more  dependable  method  ( 
analysis.  The  two  tests  performed  in  tl 
central  laboratory  of  the  departmer 
(Kahn  standard  flocculation  and  a con 
plement  fixation  method)  have  had  sati 
factory  specificity  and  sensitivity  rating 
in  each  of  the  annually  conducted  evalu: 
tion  studies  with  the  exception  of  tl 
sensitivity  of  the  complement  fixatic 
reaction  during  1939,  which  was  prompt! 
remedied. 

In  March  1940  an  invitation  was  e: 
tended  to  the  66  other  laboratories  : 
Virginia  performing  serodiagnostic  tes 
for  syphilis  to  participate  in  a simili 
evaluation  study.  Thirty  accepted  tl 
invitation.  This  study  is  now  in  progres 
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Figure  2.  Distribution  of  antisyphilitie  drugs 


BIS. 


|Che  use  of  serodiagnostic  tests  for  syph- 
M has  consistently  increased  from  year 
t'year  with  few  exceptions  from  its  date 
o adoption  by  the  health  department. 
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to  private  physicians,  hospitals,  and  clinics. 

With  the  inauguration  of  the  present  pro- 
gram in  1936,  however,  the  demands  for 
this  service  increased  to  such  a degree, 
and  has  continued  to  increase  since  that 
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time,  that  it  has  been  necessary  to  em- 
ploy three  additional  serologists  in  the 
Richmond  laboratory.  At  the  present 
time  approximately  50  percent  of  the 
total  number  of  all  laboratory  exami- 
nations are  for  the  diagnosis  of  syphilis 
and  gonorrhea.  Figure  3 shows  the  an- 
nual number  of  serologic  examinations 
for  syphilis  performed  in  the  health  de- 
partment’s laboratory  during  the  period 
1918-1939. 

The  development  of  an  epidemiologic 
program  was  begun  in  January  1938  at 
the  time  the  revised  system  of  case  re- 
porting was  inaugurated.  It  is  apparent 
from  the  previous  description  of  provi- 
sions made  for  contact  follow-up  in  the 
reporting  system  that  an  effort  has  been 
made  to  encourage  physicians  to  utilize 
an  epidemiologic  service. 

In  an  effort  to  develop  an  efficient  pro- 
gram of  this  nature  in  the  various  local 
departments,  group  meetings,  conferences, 
and  informal  discussions  have  been  held 
in  several  sections  of  the  State  for  the 
purpose  of  informing  health  officers  and 
public  health  nurses  of  the  proper  meth- 
ods and  procedures  consistent  with  cur- 
rent opinion  and  practice  in  this  field. 
On  July  1,  1939,  a public  health  nurse 
who  had  previously  received  training  in 
applied  epidemiology  was  appointed  to 
the  staff  of  the  division  of  venereal  disease 
control  to  serve  in  the  capacity  of  a con- 
sulting field  nurse.  Her  services  are  be- 
ing directed  toward  the  instruction  of, 
and  consultation  with,  local  public  health 
personnel  concerning  the  selection  and 
handling  of  clinic  patients,  routine  han- 
dling of  records,  selection,  maintenance 
and  use  of  clinic  equipment,  and  the  tech- 
nic of  case-finding  and  case-holding.  The 
bureau  of  public  health  nursing  cooperates 
in  carrying  out  these  procedures. 

The  development  of  an  informative  pro- 
gram for  physicians,  health  officers,  and 
nurses  has  occupied  an  important  posi- 
tion in  the  Virginia  program.  Particular 
emphasis  has  been  placed  upon  the  clin- 
ical manifestations,  diagnostic  procedures, 
and  methods  of  treatment.  The  public 
health  aspects  of  the  program  have  been 
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stressed  in  detail  to  public  health  wor 
ers,  and  the  objectives  have  in  additii 
been  presented  to  private  practitionei 
The  staff  of  the  division  of  venereal  d: 
ease  control  has  participated  in  medic 
society  meetings,  conferences  of  heal 
officers  and  nurses,  and  other  professior 
gatherings.  Papers  have  been  present 
on  different  aspects  of  the  problem,  n 
tion  pictures  shown,  and  informal  d 
cussions  held.  A variety  of  literati 
dealing  with  the  clinical  and  public  hea 
aspects  of  the  venereal  diseases  has  be 
sent  from  time  to  time  to  physicians  a 
public  health  workers  throughout  t 
State  (7).  The  results  of  this  phase 
the  general  program  have  been  encoun 
ing  and  are  evidenced  by  the  noticeal 
improvement  in  the  standards  of  dii 
nosis  and  treatment  adopted  both  by  t 
clinics  and  individual  physicians  parti 
pating  in  venereal  disease  activities. 

Nation-wide  publicity  on  the  subject 
venereal  diseases  was  influential  in  p 
paring  the  attitude  of  the  public  mind 
Virginia  in  regard  to  an  intelligent  e 
sideration  of  these  diseases.  With  t 
preparation,  lay  opinion  was  in  acc< 
with  the  purpose  and  objectives  of 
organized  control  program.  Venereal  c 
ease  information  has  been  presented 
means  of  public  addresses,  motion  i 
tures,  and  demonstrations  before  civic 
ganizations,  high  schools,  colleges,  a 
many  other  professional  and  lay  grou 
In  addition,  the  radio,  newspapers, 
partmental  publications,  bulletins  i 
folders  have  been  utilized  to  a cons 
erable  degree. 

At  the  meeting  of  the  general  assem 
in  1940  a bill  requiring  additional  re 
lations  for  the  issuance  of  marriage 
censes  was  passed  and  became  effect 
August  1,  1940.  The  intent  of  this  bil 
the  same  as  that  of  other  States  wh 
have  in  the  past  few  years  enacted  I 
marital  legislation.  The  Virginia  \ 
marital  law,  however,  differs  from  simi 
legislation  recently  passed  in  other  Sta 
in  that  the  marriage  of  persons  w 
syphilis  is  not  prevented.  The  law  I 
vides  that  all  persons  desiring  a lice 

Venereal  Disease  Information,  March  1 


180 

170 

160 

150 

140 

130 

120 

110 

1 00 

90 

80 

70 

60 

50 

40 

30 

20 

10 

3.  A 

r mu 

hysi< 

is  of 

y to 


nnual  number  of  serologic  examinations  for 
Department  of  Health. 


syphilis  performed  by  Virginia 


st  have  a serologic  test  for 


is  directed  to  forward 
blood  for  serologic  examina- 
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such  purpose  by  the  State  health  com- 
missioner. Serologic  evaluation  studies 
of  laboratories  provide  the  basis  for  such 
approval.  Upon  receipt  of  a laboratory 
report  which  does  not  indicate  evidence 
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of  syphilis  the  physician  may  issue  a 
certificate  for  the  person  desiring  to  se- 
cure a marriage  license.  Should  the  lab- 
oratory report  reveal  evidence  of  syphilis, 
the  physician  will  then  repeat  the  test, 
obtain  a history,  and  make  a physical 
examination.  If  a diagnosis  of  syphilis 
is  established,  the  physician,  in  person, 
must  inform  both  the  person  examined 
and  the  other  person  for  whom  the  mar- 
riage license  is  desired  of  the  result  of 
the  serologic  test,  the  nature  of  the  dis- 
ease, and  the  possibilities  of  transmitting 
the  disease  to  the  marital  partner  and 
to  their  children.  After  such  a confer- 
ence the  physician  is  authorized  to  issue 
a certificate  which  will  enable  the  person 
to  secure  a marriage  license.  No  infor- 
mation is  given  the  clerk  of  the  court 
other  than  the  fact  that  the  law  has  been 
complied  with. 

Should  one  or  both  persons  desiring  to 
marry  have  syphilis,  and  having  com- 
plied with  the  above  regulations  pro- 
ceed with  the  marriage,  the  language  of 
the  law  states  that  it  is  deemed  that  they 
have  agreed  to  take  treatment  and  such 
precautions  to  prevent  the  spread  of  in- 
fection as  may  be  prescribed  by  the  State 
health  commissioner.  Failure  or  refusal 
to  take  or  continue  treatment  or  precau- 
tions prescribed  will  cause  such  a person 
to  be  guilty  of  a misdemeanor  and  upon 
conviction  to  be  punished  accordingly. 

The  development  of  an  effective  pro- 
gram of  prophylaxis  in  civil  populations 
has  been  and  continues  to  be  a dilficult 
problem  to  solve.  Though  admitted  that 
mechanical  and  chemical  prophylaxis  are 
attended  with  at  least  some  degree  of 
success  when  properly  employed,  the  ad- 
ministration of  such  procedures  has 
found  efficient  application  only  in  military 
or  similar  regimented  organizations.  In 
addition,  certain  important  aspects  of 
this  particular  problem  cannot  be  as 
easily  divorced  either  actually  or  in  the 
minds  of  the  general  public  from  sex 
and  morals  as  have  other  portions  of  the 
program  for  the  control  of  venereal  dis- 
eases. It  is  believed,  therefore,  that  since 
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we  have  but  recently  been  able  publii 
to  establish  syphilis  and  gonorrhea 
communicable  diseases  and  to  pres( 
them  as  medical  problems,  it  would 
wise  to  delay  the  adoption  of  any  gen 
alized  effort  of  this  nature  until  a in( 
practical  application  of  these  measu: 
can  be  evaluated,  or  certainly  until 
danger  of  jeopardizing  the  progress  mi 
thus  far  can  be  eliminated. 

The  Virginia  venereal  disease  cont 
program  as  it  has  been  developed  to 
present  time  includes  the  basic  princip 
recommended  by  authoritative  souri 
It  is  believed  that,  with  continued  i 
adequate  financial  support  through  St 
and  Federal  appropriations,  together  w 
the  cooperation  of  the  medical  profess 
and  an  enlightened,  intelligent  pub 
that  this  program  now  in  its  infancy  i 
continue  to  show  progress. 
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Exlragenital  Chancroid 

A Case  Report 

ROBERT  BRANDT,  M.  D.,  EVERETT  S.  SANDERSON,  M.  D.,  AND 

DAVID  V.  HICKS,  M.  D. 


EXTRAGENITAL  chancroid  infection  is 
quite  rare  (1,2)  and  therefore  liable  to  be 
misdiagnosed.  If,  however,  the  possibility 
of  such  an  infection  is  kept  in  mind,  it  is 
not  difficult  to  substantiate  the  suspicion 
in  an  individual  case  by  the  use  of  ap- 
propriate methods. 

The  following  presentation  is  illustra- 
tive: 

E.  C.,  white  soldier,  28  years  of  age,  was 
admitted  to  the  hospital  October  30,  1939. 
He  stated  that  his  right  middle  finger  had 
been  scratched  with  a brass  instrument  on 
October  3.  On  the  same  night  he  and  a 
friend  had  been  “playing”  with  a girl. 
(The  friend  was  said  to  have  had  a penile 
lesion  but  no  sore  on  the  finger.)  The 
scratch  did  not  bother  him  until  the  nest 
morning,  at  which  time  pain  and  swelling 
set  in.  Bathing  in  a solution  of  Epsom 
salt  afforded  some  relief.  On  admission 
the  patient  had  an  ulcer  1%  inches  in 
diameter  on  the  right  middle  finger  ex- 
tending proximally  from  the  matrix  of 
the  nail.  The  ulcer  was  sharply  defined, 
with  a somewhat  undermined  margin,  and 
was  slightly  indurated  but  not  inflamed. 
The  swollen  epitrochlear  glands  were  vis- 
ible, and  were  matted  together  to  some 
degree.  The  overlying  skin  was  intensely 
red.  Suppuration  was  beginning.  The 
patient  had  no  fever. 

Inspection  of  the  genitalia  revealed  an 
indurated  ridge  in  the  middle  of  the 
dorsum  of  the  glans  penis.  According  to 
the  patient  it  had  appeared  5 days  earlier 
(October  25)  and  had  been  suppurating 
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but  was  not  tender.  Inguinal  glands 
were  not  palpable.  The  haemogram 
showed  W.  B.  C.,  14,590 — polymorphonu- 
clears,  79  percent ; lymphocytes,  17  per- 
cent ; monocytes,  4 percent. 

With  respect  to  the  afebrile  condition 
in  a suppurative  lymphadenitis,  the  as- 
sumption of  a simple  pyogenic  cellulitis 
seemed  unlikely. 

Routine  bacteriologic  cultures  from  the 
ulcer  made  on  October  31  were  reported 
essentially  negative.  Smears  stained  by 
Gram  and  'Ziehl-Neelson  methods  were 
also  negative.  Staphylococci  were  re- 
covered from  the  penile  ulcer.  Repeated 
examinations  for  spirochetes  in  material 
obtained  from  the  finger  and  penile  lesions 
were  negative. 

November  2.  Considerable  fluctuation 
had  developed  in  both  glands  of  the  epi- 
trochlear bubo.  Aspiration  of  the  lower 
gland  yielded  4 cc.  of  yellow  pus  and  was 
followed  by  collapse  of  both  glands. 
Routine  cultures  from  this  material  were 
negative. 

November  4.  Chancroid  and  Frei  in- 
tradermal  tests  were  done. 

November  5.  The  agglutination  test 
for  tularemia  was  negative. 

November  6.  The  intradermal  test  for 
chancroid  was  strongly  positive,  the  Frei 
test  negative. 

November  10.  On  the  strength  of  the 
positive  skin  test  for  chancroid,  the  bubo 
was  aspirated  again  and  the  pus  sub- 
jected to  special  culture  technic  for  the 
isolation  of  Ducrey’s  bacillus  (3,  If,  5)- 
The  organism  was  recovered. 

It  is  known  that  extragenital  chancroid, 
rare  as  it  is,  occurs  more  frequently  as 
a subinfection  from  a genital  lesion  than 
as  a primary  infection  (1,  2).  This  pa- 
tient stated  clearly  that  the  penile  lesion 
was  much  more  recent  than  that  on  the 
finger,  and  the  findings  were  in  accord 
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with  this  statement.  As  to  diagnosis,  how- 
ever, the  question  whether  this  was  a true 
primary  extragenital  chancroid  is  irrele- 
vant. The  patient  did  not  come  to  the 
hospital  for  the  penile  lesion  and  failed 
even  to  comment  on  it.  In  localized  minor 
surgical  cases  a complete  examination  of 
the  body  will  hardly  be  the  rule  unless 
the  patient  is  admitted  to  the  hospital. 
Under  these  circumstances  the  diagnosis 
must  be  made  from  the  lesion  presented 
and  the  concomitant  symptoms.  In  the 
case  reported,  suspicion  was  aroused  by 
the  character  of  the  ulcer,  poor  healing 
tendency,  development  of  bubo,  and  neg- 
ative routine  laboratory  examinations 
(cultures  and  smears).  The  suspicion 
was  supported  by  the  positive  skin  test 
for  chancroid  and  confirmed  by  positive 
culture  when  an  appropriate  method  was 
utilized.  These  tests  are  being  more  fully 
recognized  as  valuable  adjuncts  in  the 
recognition  of  chancroidal  infection.  It 
should  be  emphasized  that,  as  with  the 
Frei  test,  a positive  skin  test  for  chan- 
croid can  mean  a past  as  well  as  a present 
infection.  The  diagnosis  of  an  existing 
lesion  therefore  must  rest  on  the  inter- 
pretation of  clinical  findings  and  labora- 
tory tests  taken  together. 

Summary. — A case  of  primary  extra- 
genital chancroid  with  secondary  penile 
lesion  is  reported.  The  incident  stresses 
the  value  of  the  intradermal  test  for  chan- 
croid, and  the  use  of  appropriate  labora- 
tory technic  in  the  cultivation  of  Ducrey’s 
bacillus. 
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A survey  of  sixty-eight  cases  of  extr 
genital  chancres.  U.  J.  Wile  and  He 
bert  H.  Holman.  Am.  J.  Syph.,  Gono 
& Ven.  Dis.,  St.  Louis,  25:  58-66,  Ja 
1941. 

The  material  for  this  report  was  gat 
ered  from  the  records  of  the  departure 
of  dermatology  and  syphilology  in  the  Ui 
versity  of  Michigan  Hospital  over  a perk 
of  approximately  25  years  (1914  throui 
1939.)  The  total  number  of  cases  of  pi 
mary  syphilis  was  841.  Of  these,  68  (J 
percent)  had  extragenital  chancres.  Ti 
number  of  these  chancres  in  males  w 
43  (63.2  percent  of  the  68) — 24  (35.3  pe 
cent  of  the  68)  on  the  lip,  8 on  the  tons 
4 on  a digit,  1 on  the  tongue,  2 on  ti 
pharynx,  1 on  the  palm,  1 on  the  forehea 

1 on  the  chin,  and  1 on  the  anus.  TI 
number  of  these  chancres  in  females  w 
25  (36.8  percent  of  the  6S) — 15  (22  pe 
cent  of  the  68)  on  the  lip,  2 on  the  tons 

2 on  a digit,  4 on  the  tongue,  and  2 < 
the  breast. 

The  lip  was  thus  by  far  the  most  fi 
quent  site.  Chancres  of  the  lip  were  ii 
tinted  most  frequently  in  the  act  of  osc 
lation.  A less  common  mode  of  trar 
mission  of  the  spirochete  was  found 
sexual  perversion,  such  as  cunnilingus 
fellatio.  Mediate  infection  may  al 
occur  through  contact  with  an  inanima 
object  which  harbors  virulent  spirochete 
The  authors  discuss  22  of  the  cas 
briefly.  Four  of  the  patients  were  phyi 
cians  who  had  been  infected  by  patiem 
Three  of  these  physicians  had  digit 
chancres,  the  fourth  had  primary  syphil 
of  the  palm. 
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larly  syphilitic  hepatitis  with  jaundice. 
Report  of  a case.  Herbert  Rattner 
and  R.  M.  Reifler.  Am.  J.  Syph., 
Gonor.  & Ven.  Dis.,  St.  Louis,  25: 
56-57,  Jan.  1941. 


Hepatitis  with  jaundice  in  early  un- 
seated syphilis  is  said  to  occur  about 
nee  in  1,000  cases.  The  authors  report 
.ie  case  of  such  a patient  with  untreated 
yphilis  and  acute  hepatitis  and  jaundice. 
Ie  was  apparently  successfully  treated 
ith  an  arsenical  preparation. 

The  symptoms  which  caused  him  to 
jek  treatment  were  malaise,  loss  of  ap- 
etite,  increasing  yellowness  of  the  skin, 
nd  a temperature  of  100.4°  F.  The  liver 
3ge  was  palpable  6 cm.  below  the  right 
DStal  arch  and  was  tender  to  palpation, 
here  was  a generalized  maeulopapular 
ruption.  The  stools  were  clay  colored, 
he  icteric  index  was  107 ; cholesterol,  180 
ig.  per  100  cc.  of  blood  serum  ; cholesterol 
sters,  20  mg.  per  100  cc.  of  blood  serum, 
he  blood  Wassermann  reaction  was 
:rongly  positive.  The  eruption  was  that 
secondary  syphilis,  a generalized  macu- 
i'papular  eruption,  with  discrete  lesions 
lisposed  symmetrically.  The  palms  and 
pies  contained  papules  with  collarette 
pales.  Moist  papules  were  present  under 
le  foreskin,  on  the  scrotum,  and  about 
lie  anus.  Serum  from  these  papules  con- 
fined Spirochaeta  pallida.  On  the  glans 
enis  there  was  a large  lesion,  almost 
ealed,  which  apparently  had  been  the 
lancre. 

A diet  rich  in  carbohydrates  and  cap- 
iles  of  bile  salts  were  given.  After  the 
rst  injection  of  0.15  gm.  of  neoarsphena- 
dne,  the  feces  and  urine  began  to  lose 
leir  abnormal  colors,  the  pruritus  was 
•ss  intense,  and  there  was  a diminution 


the  tenderness  over  the  liver  edge. 
Within  10  days  the  patient  received  four 
Sections  of  neoarsphenamine.  At  this 
me,  the  urine  and  feces  had  become  a 
ormal  color,  the  urine  was  free  from 
de  and  urobilogen,  the  icteric  index  was 
iduced  to  34,  the  blood  count  was  nor- 
lal,  there  was  no  longer  any  pruritus, 
nd  the  papular  eruption  had  faded  com- 
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pletely.  The  liver  edge  could  not  be 
palpated,  and  the  tenderness  over  this 
area  had  disappeared.  The  blood  Was- 
sermann reaction  was  still  strongly  posi- 
tive; the  blood  cholesterol,  193  mg.  per 
100  cc.  of  serum ; and  cholesterol  esters, 
92  mg.  per  100  cc.  of  serum. 

On  the  specificity  of  serologic  tests  for 
syphilis  as  determined  by  40,545  tests 
in  a college-student  population. 

Harry  Eagle.  Am.  J.  Syph.,  Gonor.  & 
Ven.  Dis.,  St.  Louis,  25:  7-15,  Jan. 
1941. 

Serologic  tests  for  syphilis  were  car- 
ried out  in  25  universities  on  a total  of 
40,545  white  students  of  both  sexes. 
Sixty-two  (0.15  percent)  had  positive  or 
doubtful  tests  confirmed  by  repeat  speci- 
mens. Twenty-one  of  these  presented 
clinical  evidence  or  gave  a definite  history 
of  syphilitic  infection,  and  five  others  had 
previously  received  antisyphilitic  treat- 
ment, with  no  available  data  as  to  why 
that  treatment  was  instituted. 

Thirty-six  students  (an  incidence  of  1 
in  1,125  tested)  had  repeated  positive  or 
doubtful  serologic  tests  in  the  absence  of 
clinical  evidence  or  history  of  syphilitic 
infection,  and  might  therefore  possibly  be 
nonsyphilitic  persons  giving  biologic  false 
positive  serum  tests  for  syphilis.  How- 
ever, the  correlation  between  the  inci- 
dence of  clinically  proved  syphilis  and 
these  supposedly  false  reactions  in  the 
individual  schools  was  so  high  (un- 
grouped coefficient  of  correlation  0.83)  as 
to  suggest  that  approximately  26  (70  per- 
cent) of  these  clinically  unconfirmed  tests 
actually  represented  latent  syphilis. 

The  author  believes  it  to  be  an  open 
question  whether  the  remaining  10  cases 
(an  incidence  of  1 in  4,000  tested)  repre- 
sented latent  syphilis,  false  positive  reac- 
tions due  to  an  unrecognized  intercurrent 
infection,  or  biologic  false  positive  tests 
for  syphilis  occurring  in  normal  individu- 
als. The  incidence  of  such  reactions  in 
the  population  tested  seemed  sufficiently 
small  to  justify,  as  a general  public  health 
measure,  the  diagnosis  of  syphilis  in  clini- 
cally normal  individuals  on  the  basis  of 
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repeatedly  positive  serologic  tests,  even 
in  the  absence  of  history  or  clinical  evi- 
dence of  syphilitic  infection.  In  individ- 
ual cases,  however,  and  particularly  in 
population  groups  in  whom  the  incidence 
of  syphilis  is  known  to  be  small,  attempts 
should  be  made  to  differentiate  between  a 
possible  biologic  false  positive  test  and 
one  actually  due  to  latent  syphilitic 
infection. 

Primary  syphilis  in  the  female.  Samuel 

R.  Damon.  J.  M.  A.  Alabama,  Mont- 
gomery, 10:  221-222,  Dec.  1940. 

Primary  syphilis  in  the  female  is  often 
overlooked  because  the  patient  is  not  ex- 
amined. To  draw  blood  for  a serologic 
test  only  on  contacts  without  making  a 
physical  examination  or  a dark-field  ex- 
amination is  doing  the  patient  and  the 
public  health  an  injustice.  Serologic  tests 
are  rarely  positive  before  the  seventh  day 
of  the  chancre,  but  even  then  the  percent- 
age of  positives  is  low.  Thus,  a test  may 
be  negative  and  yet  the  patient  may  have 
a primary  lesion. 

Contacts  of  persons  known  to  have 
syphilis  should  be  given  a physical  ex- 
amination when  they  present  themselves 
to  the  physician.  It  is  unnecessary  to  ex- 
amine meticulously  the  cardiovascular 
and  central  nervous  systems  of  syphi- 
litic contacts.  However,  careful  in- 
spection and  palpation  are  essential.  The 
skin  and  mucous  membranes  should  be 
looked  over  for  signs  of  lesions,  and  the 
lymph  nodes  should  be  palpated  for  signs 
of  local  or  general  lymphadenopathy.  Ac- 
cessible lesions  should  have  serum  col- 
lected from  them  for  a dark-field  examina- 
tion. If  there  is  glandular  enlargement 
puncture  of  the  gland  should  be  performed 
to  obtain  the  serum  if  the  lesion  is  in- 
accessible. Every  female  contact  of  a 
syphilitic  person  should  have  a vaginal 
examination.  This  should  include  a spec- 
ulum examination  as  well  as  inspection. 
To  inspect  the  vulva  only  will  in  many 
cases  overlook  existing  infections  since 
chancres  in  women  are  on  the  cervix  in 
about  44  percent  of  the  cases. 
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Spontaneous  subcapital  hip  fracti 
occurring  in  tabes  dorsalis.  Riel 
C.  Batt  and  Aubrey  O.  Hampton. 
Bone  & Joint  Surg.,  Boston,  22:  : 
146,  Jan.  1940. 

A study  of  all  the  cases  of  hip  frac 
seen  at  the  Massachusetts  General  ] 
pital  since  1920  revealed  5 cases  of  s 
taneous  fracture  of  the  neck  of  the  fe 
through  the  site  of  the  epiphyseal  lir 
adults.  Three  of  these  patients  i 
known  tabetics.  Recognition  of  the  : 
ture  in  another  case  led  to  a diagi 
of  latent  syphilis.  A similar  frac 
was  seen  in  only  one  other  condi 
namely,  radiation  osteonecrosis. 

The  condition  is  recognized  by 
diagnostic  criteria:  (1)  A break  thn 
the  epiphyseal  region  between  the  fen 
head  and  neck;  (2)  flocculent  area 
calcification  in  the  soft  tissues  surro 
ing  the  hip  joint;  (3)  an  apparen 
creased  density  of  the  femoral  head ; 
(4)  a history  of  little  or  no  traum 
account  for  the  fracture.  In  view  o: 
pathology  and  clinical  aspects  of  1 
cases,  a suspicion  of  tabes  is  jusi 
when  this  fracture  occurs. 

Syphilitic  osteomyelitis.  H.  A.  Thi 
son  and  A.  Mayoral.  J.  Bone  & i 
Surg.,  Boston,  22  : 203-206,  Jan.  : 
Syphilis  of  the  bone  may  be  conge 
but  it  is  more  often  a disease  of  a< 
between  the  ages  of  20  and  40. 
roentgenographic  appearance  may  s 
late  that  of  any  bone  lesion,  and 
diagnosis  is  doubtful  until  a biops 
done.  Gummatous  osteomyelitis  in  a- 
leads  to  an  extensive  change  in  bon 
pendent  upon  bone  destruction  and 
bone  formation,  in  which  destruction 
erally  predominates  and  produces 
irregular  areas  with  mottling.  Tli 
illustrated  by  a reported  case. 

A male  Negro  aged  43  years  was 
mitted  to  the  U.  S.  Marine  Hospital, 
Orleans,  complaining  of  pain  in  the 
In  1931  pain  and  stiffness  had  begi 
his  neck,  and  the  condition  then  sj 
to  other  parts  of  his  body.  He  had  l 
been  treated  for  syphilis.  His  bioo 
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Aions  for  syphilis  were  strongly  posi- 
ve,  but  the  spinal  fluid  Wassermann  was 
egative.  The  diagnosis  of  syphilitic 
steomyelitis  was  made  on  the  roentgeno- 
raphic  findings  in  which  extensive  path- 
logic  changes  were  found  in  the  skull, 
pper  cervical  vertebrae,  the  iliac  por- 
ons  of  the  innominate  bones,  in  the  right 
?mur,  the  right  clavicle,  and  the  ribs, 
ght  side.  The  diagnosis  of  syphilis  was 
ot  based  on  any  one  typical  finding  but 
a the  diversity  and  widespread  distri- 
ation  of  the  lesions.  The  diagnosis  was 
mfirmed  by  biopsy.  He  was  placed  on 
utisyphilitic  therapy  and  when  last  seen 
1 January  1939  he  showed  marked  im- 
rovement.  He  had  no  pain,  was  able  to 
love  his  head  through  an  arc  of  70  de- 
rees,  and  could  flex  the  hack  to  some 
egree. 

note  on  the  incidence  of  syphilis  in 
alcoholics.  Leo  L.  Orenstein  and 
Walter  Goldfarb.  Quart.  J.  Studies  on 
Alcohol,  New  Haven,  1:  442^443,  Dec. 
1940. 

A search  of  the  literature  revealed  no 
atistical  material  evaluating  a correla- 
on  between  alcoholism  and  syphilitic  in- 
ction.  An  investigation  was  therefore 
ade  of  1,001  consecutive  admissions  to 
le  alcoholic  wards  at  Bellevue  Hos- 
tal.  The  usual  routine  was  employed 

a detailed  history  of  venereal  infec- 
m or  treatment  and  a blood  Wasser- 
ann  test.  Since  alcoholism  may  affect 
e Wassermann  reaction,  the  blood  was 
feted  at  the  time  of  the  patient’s  dis- 
uarge  from  the  hospital. 

The  distribution  of  the  cases  was  680 
bite  males,  100  Negro  males,  156  white 
:males,  and  65  Negro  females.  They  are 
ussified  into  groups  with  positive  Was- 
:rmann  reaction  and  negative  history, 
usitive  Wassermann  reaction  and  posi- 
Ve  history,  positive  history  and  nega- 
te Wassermann  reaction.  Those  with 
Ijsitive  history  or  positive  Wassermann 
laction  show  percentages  of  3.3  for  the 
pite  males,  30  for  the  Negro  males,  S.5 
lr  the  white  females,  and  55.3  for  the 
bgro  females.  There  is  thus  shown  a 

Inereal  Disease  Information,  March  19bl 


high  incidence  of  syphilis  in  alcoholics 
among  the  Negro  men  and  in  both  the 
white  and  Negro  women.  The  finding 
that  the  frequency  of  infection  in  the 
women  far  exceeded  that  in  the  men, 
coincides  with  the  general  trend  of  be- 
havior in  the  alcoholic  patient.  Contrary 
to  general  belief,  men  show  a diminished 
sexual  activity  during  intoxication ; on 
the  other  hand,  women  expose  themselves 
to  greater  sexual  aggressions  while 
intoxicated. 

The  use  of  an  improved  culture  medium 
in  the  diagnosis  of  gonococcal  infec- 
tion in  the  adult  female.  S.  Edward 
Sulkin  and  Eleanore  Gottlieb.  Am.  J. 
Syph.,  Gonor.  & Yen.  Dis.,  St.  Louis, 
25:  22-27,  Jan.  1941. 

The  authors  report  the  results  of  2,050 
examinations  for  the  diagnosis  of  gon- 
ococcal infection  in  adult  women,  using 
the  culture  and  smear  methods  simultane- 
ously. Positive  findings  were  obtained 
either  by  smear  or  by  culture  or  by  borh 
methods  in  284  (13.85  percent)  of  the 
total  number  of  examinations  made.  Of 
the  284  examinations  reported  as  positive, 
the  cultural  method  was  positive  in  241 
(84.8  percent),  while  smears  were  posi- 
tive in  127  (only  44.7  percent).  There 
fore,  the  cultural  method  was  1.9  times 
more  efficient  than  the  smear  method.  In 
43  (15.0  percent)  of  the  cases  of  gonor- 
rhea, intracellularly  situated  gram-nega- 
tive diplocoeci  resembling  gonococci  were 
found  in  smears,  while  corresponding 
cultures  were  negative.  The  combined 
smear  and  cultural  method  was  2.24  times 
more  efficient  than  the  smear  method 
alone  and  1.18  times  more  efficient  than 
the  cultural  method  alone.  It  is  thus 
shown  that  the  best  procedure  for  the 
diagnosis  of  gonorrhea  includes  the  use 
of  the  cultural  as  well  as  the  smear 
method. 

In  this  study  culture  medium  recently 
described  by  Difco  Laboratories,  Inc.,  and 
recommended  by  Carpenter,  Herrold,  and 
Cox,  McDermott  and  Hinton,  was  used. 
This  medium  contains  an  improved 
proteose-peptone  and  2 percent  beef 
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hemoglobin.  This  proteose-peptone  hemo- 
globin agar  can  be  made  as  easily  as  most 
culture  media  used  in  the  diagnostic  lab- 
oratory, and  its  availability  in  a dehy- 
drated form  has  made  the  cultural  method 
adaptable  to  laboratories  which  do  not 
have  facilities  for  preparing  special 
media.  The  procedure  used  in  the  cul- 
tural method  requires  no  special  equip- 
ment other  than  an  airtight  container,  a 
vacuum  pump,  a mercury  manometer,  and 
a cylinder  of  compressed  carbon  dioxide. 
The  examination  of  cultures  is  a pro- 
cedure no  more  difficult  than  that  used 
in  most  other  types  of  routine  bacteri- 
ologic  tests,  particularly  since  the  use  of 
the  oxydase  test  aids  immensely  in  iden- 
tifying colonies  of  the  Neisseria  group 
of  bacteria.  This  test  is  especially  valu- 
able in  examining  cultures  containing  few 
gonococcic  colonies  obscured  by  the 
growth  of  other  organisms. 

The  cultural  method  aids  materially  in 
establishing  a definite  diagnosis  in  cases 
with  doubtful  or  negative  microscopic 
findings.  This  is  especially  significant  in 
specimens  obtained  from  female  patients, 
since  a great  variety  of  organisms  com- 
prising the  bacterial  flora  may  offer  con- 
fusion. In  this  investigation  of  71  smears 
showing  extracellular  gram-negative  dip- 
lococci,  27  (38  percent)  were  proved 
positive  by  the  cultural  method,  while 
44  (61.9  percent)  gave  negative  results. 
Also,  of  the  2,050  examinations  made,  157 
positive  cultures  were  associated  with 
doubtful  or  negative  microscopic  findings. 

The  cutaneous  diagnosis  of  gonococcic 

infections.  A further  report.  Budd 

C.  Corbus  and  Budd  C.  Corbus,  Jr. 

J.  A.  M.  A.,  Chicago,  116:  113-115,  Jan. 

11,  1941. 

A person  infected  with  a specific  organ- 
ism is  in  a state  of  hypersensitivity  to 
that  organism  as  long  as  it  remains 
within  the  body.  The  reaction  of  the 
skin  to  gonococcus  toxin  in  persons  af- 
fected with  the  gonococcus  is  a manifes- 
tation of  allergy.  During  the  past  few 
years  there  has  been  considerable  work 
done  on  this  cutaneous  manifestation  of 
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allergy,  46  investigators  having  contri 
ted  to  the  subject. 

A further  study  has  been  made  by 
authors,  the  Corbus-Ferry  bouillon  filtr 
being  used  as  an  antigen  and  the  bri 
medium  as  a control  on  50  infected  j 
sons  from  public  dispensary  practices, 
100  noninfected  students  as  controls,  ; 
on  15  patients  from  private  practice  v 
had  previously  been  cured  with 
bouillon  filtrate.  Of  the  50  patients  y 
known  infection  of  2 or  3 weeks  durati 
90  percent  gave  positive  results.  Of 
100  students  86  percent  gave  negative 
sponses,  and  of  the  15  patients  from 
vate  practice  100  percent  gave  typi 
negative  response.  It  was  found  t 
sulfanilamide  therapy  frequently  m< 
fied  the  intensity  or  caused  the  tc 
disappearance  of  the  expected  cutane 
response. 

The  authors  believe  that  the  test  she 
be  employed  primarily  as  a diagno 
adjunct  and  not  as  a sole  means  of  d 
nosis.  It  should  always  be  accompai 
by  routine  measures,  such  as  smear, 
ture,  and  complement  fixation  test  w 
indicated.  The  test  may  be  used  a 
criterion  for  cure ; however,  it  is  not 
liable  in  cases  in  which  intensive  che 
therapy  has  been  employed  until  3 t 
weeks  after  such  treatment  has  been 
continued. 

Symptoms  of  patients  with  heart  dise 

and  their  interpretation.  Soma  Wt 

M.  Clin.  North  America,  Philadelp! 

24:  1295-1323,  Sept.  1940. 

During  his  discussion  of  symptc 
Weiss  states  that  aneurysm  of  the  a< 
per  se  causes  dyspnea  only  if  it  pre 
on  the  trachea,  bronchi  or  lung,  poss 
resulting  in  collapse  of  the  lung.  Ot 
wise  the  dyspnea  associated  \ 
aneurysm  of  the  aorta  or  with  syphi 
aortitis  is  cardiac  in  origin,  depern 
usually  on  an  associated  narrowing 
occlusion  of  the  coronary  orifices  or 
aortic  insufficiency  and  secondary 
ventricular  failure.  Valid  evidence  is 
available  that  syphilitic  involvemen 
the  root  of  the  aorta  causes  reflex  dysi 
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hrough  irritation  of  nerve  endings  within 
he  wall  of  the  aorta.  An  instructive 
clinical  demonstration  of  the  fact  that 
rritation  of  the  nerve  endings  of  the 
rortic  arch  does  not  cause  reflex  dyspnea 
s afforded  by  the  behavior  of  patients  at 
he  onset  of  dissecting  aneurysm  of  the 
;iorta.  In  these  persons,  dyspnea  is  ab- 
ent  or  slight,  although  the  coats  of  the 
,iorta  are  ripped  from  the  valve  to  the 
liac  artery. 

larly  description  of  syphilis  (Phirangi 
Roga)  in  Sanskrit  texts.  D.  V.  S. 
Reddy.  Indian  J.  Ven.  Dis.,  Bombay, 
6:  107-114,  July-Sept.,  1940. 

In  spite  of  the  paucity  of  unimpeach- 
ble  proofs  from  the  ancient  graveyards 
r from  classical  literature  of  the  West 
r East,  some  believe  that  syphilis,  in 
ome  form  or  other,  existed  in  the  eastern 
emisphere  before  the  discovery  of  Amer- 
ca  by  Columbus.  Most  historians  state 
aat  syphilis  was  imported  into  India  by 
le  Portuguese  in  the  middle  of  the  six- 
centh  century.  Chakravarty,  however, 
elieves  that  syphilis  existed  in  India 
revious  to  the  voyage  of  Columbus. 
Bhava  Misra,  distinguished  Sanskrit 
undit  and  professor  of  medicine  in  the 
pper  Gangetic  basin  in  the  sixteenth 
mtury,  wrote  the  earliest  unmistakable 
nd  undeniable  description  of  syphilis  in 
is  great  classic,  the  Bhava-Prakasa. 

To  the  Asiatics,  the  disease  was  known 
s “Frank’s  disease,”  because  “Frank” 
as  the  general  term  for  all  Europeans. 
i India  the  translation  of  “Frank’s 
isease”  was  “Phirangi  Roga.” 

Reddy  presents  an  extract  from  the 
hava-Prakasa  describing  the  symptoms, 
)mplieations,  prognosis,  and  treatment 
. this  disease. 

Phirangi  Roga  is  also  mentioned  in 
>me  other  Sanskrit  medical  works  com- 
bed over  300  years  ago,  including  “Ras- 
padhati,”  by  Bindu.  Gode  discussed  the 
jite  of  this  work  in  a scholarly  article 
. the  Poona  Orientalist  (Oct.  1936,  pp. 
r-49)  and  concluded  that  it  was  com- 
>sed  between  1375  and  1650  A.  D.  This 
j)ok  contains  a verse  describing  treat- 
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ment  of  syphilis  with  mercury,  sulfur,  and 
other  drugs. 

Rasapadhati  is  quoted  in  a later  work, 
“Aurveyada  Prakasa”  of  Madhava  Upad- 
hyaya.  Gode  assigns  the  latter  work  to 
the  middle  of  the  17th  century.  It  extols 
the  curative  properties  of  Rasakarpura 
(a  mixture  of  mercurous  chloride  and 
mercuric  chloride)  as  a sovereign  remedy 
for  syphilis. 


TREATMENT 


Combined  artificial  fever-chemotherapy 
in  gonococcic  infections  resistant  to 
chemotherapy.  H.  Worley  Kendell, 
Donald  L.  Rose  and  Walter  M.  Simp- 
son. J.  A.  M.  A.,  Chicago,  116:  357- 
363,  Feb.  1,  1941. 

The  authors  are  reporting  their  study 
of  83  patients  suffering  from  complica- 
tions of  gonorrhea,  resistant  or  intolerant 
to  chemotherapy,  who  have  been  treated 
with  artificial  fever,  either  alone  or  com- 
bined with  chemotherapy.  Of  a group 
of  9 patients  receiving  fever  therapy  only, 
12.5  percent  were  cured  by  a single  8-hour 
treatment  at  106.6°  F. ; 62.5  percent  of  a 
group  of  16  were  cured  after  a single  10- 
hour  treatment  at  106.6°  F. 

Of  16  patients  who  received  sulfanil- 
amide intravenously  in  a dosage  of  % 
grains  (0.05  gm.)  per  pound  of  body 
weight  immediately  before  fever  treat- 
ment, only  13  (81.25  percent)  were  cured 
by  a single  16-hour  session.  Eleven  pa- 
tients were  given  promin  by  intergluteal 
injections  of  5 gm.  every  3 hours  during 
treatment,  or  a total  of  20  gm.,  and  of 
this  group  only  7 (63.6  percent)  were 
cured  in  a single  fever  session. 

All  of  the  31  unselected  consecutive  pa- 
tients treated  with  sulfanilamide  or 
promin  (dextrose  sulfonate)  during  18 
hours  before  a single  10-hour  fever  ses- 
sion at  106.6°  F.  were  cured.  These  drugs 
were  begun  at  2 p.  m.  on  the  afternoon 
preceding  the  long  treatment  and  given  at 
4-hour  intervals,  a total  of  140  (9  gm.) 
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or  160  (10  gm. ) grains  of  sulfanilamide 
( according  to  whether  the  patient  weighed 
150  pounds  or  over)  being  given  by  mouth, 
or  a total  of  25  gm.  promin  was  given 
intramuscularly.  Neither  drug  was  given 
during  treatment. 

From  this  study  it  appears  that,  when 
combined  with  artificial  fever,  the  effec- 
tiveness of  chemothex-apy  (sulfanilamide 
or  promin)  is  influenced  by  the  time- 
dosage  relationship  with  respect  to  fever 
treatment ; when  administered  for  18 
hours  preceding  the  fever  treatment,  the 
effectiveness  is  much  greater  than  when 
administered  immediately  prior  to  or  dur- 
ing the  treatment. 

It  was  found  that  a 10-day  period  of 
intensive  sulfanilamide  therapy  prior 
to  fever  therapy  is  without  value 
in  sulfanilamide-resistant  patients,  pro- 
vided none  of  the  drug  is  present  in  the 
body  fluids  at  the  time  of  the  fever  treat- 
ment. 

The  combination  of  a single  10-hour 
session  of  artificial  fever  therapy  with 
the  administration  of  adequate  sulfanil- 
amide or  promin  for  18  hours  prior  to 
the  fever  treatment  appears  to  be  the 
procedure  of  choice  in  the  treatment  of 
chemotherapy-resistant  gonococcic  infec- 
tions. 

Psychosis  due  to  sulphanilamide.  Ru- 

dolph  B.  Toller.  California  and  West. 

Med.,  San  Francisco,  53:  266-267,  Dec. 

1940. 

A case  of  toxic  psychosis  following  pro- 
longed use  of  sulfanilamide  is  reported. 
Premonitory  symptoms  were  elation  and 
excitement.  After  withdrawal  of  the 
drug  a confused  delirious  excitement  oc- 
curred, with  delusions  of  persecution, 
hallucinations,  and  fear.  Recovery  oc- 
curred upon  withdrawal  of  the  drug. 

The  patient  was  a 22-year-old  white 
man,  who  began  treatment  on  December 
11,  1939,  for  acute  gonorrheal  urethritis. 
He  took  80  grains  of  sulfanilamide  daily 
for  2 days,  60  grains  daily  for  2 days,  and 
40  grains  daily  for  the  next  41  days. 
During  the  last  few  days  of  this  period 
his  friends  noticed  a change  in  person- 
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ality.  He  was  mildly  elated,  overacti 
talkative,  and  argumentative.  The  syr 
toms  disappeared  when  the  drug  was  < 
continued  for  1 week.  Sulfanilamide, 
grains  daily,  was  then  resumed  and  c 
tinued  for  2 weeks.  After  a rest  per 
of  1 week  it  was  again  instituted  becai 
the  urethral  discharge  had  again  beco 
profuse.  The  dosage  was  80  grains  df 
for  2 days,  60  grains  daily  for  2 days,  i 
40  grains  daily  for  the  following  27  ds 
About  8 days  before  the  final  dose 
patient  became  overactive,  talkative,  i 
argumentative.  He  gradually  beca 
more  restless  and  was  unable  to  sl( 
On  March  25,  1940,  mild  persecutory 
lusions  and  auditory  hallucinations 
veloped,  and  the  patient  was  fearful  i 
apprehensive.  He  had  no  recollection 
what  happened  from  March  28  until  A] 
9,  1940.  The  period  of  mental  disti 
ance  lasted  11  days.  The  patient  recei 
a total  of  about  3,840  grains  of  sulfan 
mide  in  101  days. 

In  subsequent  interview's  the  pati 
was  able  to  recall  some  of  his  psycln 
experiences,  but  they  were  never  cl< 
and  seemed  dreamlike.  His  intellect 
capacity  was  average  for  his  station 
life,  and  lie  had  never  before  had  a mer 
illness. 

Brown,  Thornton  and  Wilson  stuc 
the  toxicity  of  sulfanilamide  in  100 
tients,  observing  mental  depression  i 
and  delirium  in  2.  Both  effects  were 
to  the  drug. 

Bannick  believed  that  the  toxic  m: 
festations  were  on  a basis  of  sensith 
and  idiosyncrasy.  Garvin  noted  mei 
symptoms  after  long  administration 
sulfanilamide  or  following  the  admi: 
tration  of  smaller  doses.  He  cited 
case  of  a young  girl,  who,  10  to  15  n 
utes  after  receiving  1.3  gm.  of  sulfan 
mide,  became  so  irrational,  disorien 
and  excited  that  she  required  full 
straint.  This  occurred  after  each  dost 
the  drug  and  usually  lasted  2 or  3 hoi 
Fisher  reported  two  cases  of  eneeph; 
myelitis  after  small  doses  of  the  di 
and  he  believed  these  patients  were  m 
than  ordinarily  susceptible  to  the  di 
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Hogan  and  McNamara  reported  a case 
l which  toxic  symptoms  occurred  after 
le  drug  had  been  discontinued.  In  Dan- 
Iger’s  case  mental  symptoms  developed 
days  after  the  drug  had  been  discon- 
|nued. 

Headaches,  dizziness,  and  lethargy  may 
premonitory  symptoms,  but  Ottenberg 
)es  not  believe  that  they  are  precursors 
• the  more  serious  toxic  symptoms.  They 
ay,  however,  develop  into  a more  serious 
ental  condition. 

The  mental  symptoms  are  nonspecific 
id,  as  in  other  toxic  psychoses,  are  de- 
•ndent  on  the  personality  of  the  person. 
M most  cases  mental  confusion  and  dis- 
lientation  were  reported  as  present, 

‘ me  patients  were  retarded,  depressed, 
fid  negativistic,  others  exhibited  bizarre 
t'havior,  and  still  others  were  maniacal, 
[elusions  and  hallucinations  were  pres- 
jit,  usually  of  a persecutory  and  fear- 
ime  nature. 

Myopia  after  use  of  sulfanilamide. 
[Emory  A.  Rittenhouse.  Arch.  Ophth., 
[Chicago,  24:  1139-1143,  Dec.  1940. 

I The  author  reports  a case  of  myopia 
IHowing  the  use  of  sulfanilamide  for 
I Us,  and  he  reviews  the  literature  on 
#e  subject  of  myopia  following  the  use 
I sulfanilamide.  In  all  cases  the  condi- 
jbn  cleared  up  following  the  discontinu- 
itce  of  the  drug. 

[ This  toxic  reaction  has  occurred  in  con- 
iction  with  sulfanilamide  treatment  of 
iruncles,  pneumonia,  sore  throat,  and 
ijnorrhea.  Transitory  myopia  has  also 
Icurred  as  a result  of  influenza,  diarrheal 
uiditions,  icterus,  acute  inflammatory 
inal  diseases,  acute  polyarthritis,  ar- 
Knical  therapy,  alkalinity  therapy,  and 
ribetes  mellitus. 

It  is  possible  that  the  rapid  absorption 
< the  drug  can  affect  a transformation  of 
te  salt  and  water  metabolism  in  the  or- 
{nism  and  thus  make  for  a change  in 
<e  lens  which  would  be  responsible  for 
Jte  disturbances  of  refraction.  There 
Hy  be  a toxic  irritation  of  the  para- 
smpathetic  fibers  of  the  ciliary  muscles. 
In  most  of  the  cases  the  patient  used 
ip  drug  during  one  course  of  treatment 


with  impunity,  the  myopia  developing 
during  the  next  course  of  treatment.  This 
warrants  the  conclusion  that  a sensitivity 
to  the  drug  might  be  developed. 

Despite  the  difficulty  of  deciding  on  the 
actual  mechanism,  the  rapid  onset  after 
taking  the  drug  and  the  apparent  recov- 
ery after  stopping  the  medicine  seem 
definitely  to  indict  sulfanilamide.  How- 
ever, good  prognosis,  with  no  apparently 
bad  after-effects,  is  reassuring  to  all 
concerned. 

Reactions  to  tryparsamide  therapy. 

W.  G.  Downs,  W.  McDermott  and 

Bruce  Webster.  Am.  J.  Syph.,  Gonor. 

& Yen.  Dis.,  St.  Louis,  25:  16-21,  Jan. 

1941. 

During  the  period  from  October  1936 
to  October  1939,  5,353  injections  of  tryp- 
arsamide were  administered  to  223  pa- 
tients with  syphilis  of  the  central  nervous 
system  at  the  syphilis  clinic  of  the  New 
York  Hospital.  Tabes  dorsalis  was  pres- 
ent in  71 ; 16  had  general  paresis,  8 had 
taboparesis,  and  the  remainder  had  some 
form  of  meningovascular  or  asymptomatic 
neurosyphilis.  The  fundi  of  all  patients 
were  examined  by  a member  of  the  clini- 
cal staff,  and  in  addition  visual  field  and 
fundus  examinations  were  performed  in 
the  Department  of  Ophthalmology  of  the 
New  York  Hospital  on  each  patient  be- 
fore beginning  therapy.  The  patients 
were  questioned  for  visual  symptoms  by 
the  physician  before  each  of  the  first  8 or 
10  injections,  and  subsequent  fields  were 
obtained  immediately  on  appearance  of 
any  symptoms  or  routinely  at  approxi- 
mately 3-month  intervals  as  long  as  the 
patients  were  receiving  the  drug. 

The  majority  of  the  patients  were 
started  on  an  initial  dose  of  1 gm.,  a 
second  dose  of  2 gm.,  and  a third  of  3 
gm.,  and  were  then  continued  on  3 gm. 
weekly.  A few  were  started  on  3-gm. 
doses.  No  doses  larger  than  3 gm.  and 
no  intervals  of  less  than  a week  were 
used. 

Visual  reactions  occurred  in  93  pa- 
tients, 41  (44  percent)  of  which  were 
subjective  only  and  were  accompanied  by 
no  demonstrable  changes  in  the  visual 
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fields.  Visual  field  contractions  were 
demonstrable  in  52  (56  percent)  of  the 
visual  reactions. 

Of  the  41  patients,  32  had  their  reac- 
tions early  in  the  course  of  therapy,  dur- 
ing the  first  10  doses  of  tryparsamide,  and 
by  far  the  largest  number  of  these  oc- 
curred between  the  thirtieth  and  sixtieth 
injections.  Thirty-one  of  the  reactions 
occurred  with  a schedule  of  1-2-8  gm.  and 
38  of  the  reactions  with  a dosage  of  3 gm. 
After  a rest  period  from  tryparsamide, 
usually  of  several  months,  treatment  was 
reattempted  in  14  cases.  Treatment  was 
continued  successfully  in  8 of  these  cases, 
but  5 patients  had  further  subjective  re- 
actions, all  occurring  between  the  third 
and  fifth  injections  of  the  drug  on  the  new 
course.  One  patient  lapsed  from  treat- 
ment shortly  after  reinstitution  of 
therapy. 

Objective  reactions,  with  definite  con- 
traction of  the  visual  fields  when  com- 
pared with  those  preceding  therapy,  oc- 
curred in  52  patients.  The  appearance 
of  pallor  of  the  nerve  was  noted  in  some 
cases  but  was  not  considered  as  objective 
evidence  of  visual  damage  if  unaccom- 
panied by  visual  field  changes. 

Mild  objective  reactions,  characterized 
by  slight  but  definite  temporary  encroach- 
ment upon  the  visual  fields  (usually  most 
marked  in  the  nasal  portion  of  the  field) 
were  noted  in  20  patients.  Moderately 
severe  visual  reactions,  characterized  by 
marked  constriction  of  the  visual  fields 
but  not  in  most  cases  permanent  or  severe 
enough  to  cause  disability,  were  noted 
in  27  cases. 

Severe  reactions,  marked  by  sudden 
complete  or  almost  complete  loss  of  vision, 
occurred  in  5 patients.  Some  return  of 
vision  occurred  in  all  these  cases  within 
a few  weeks,  but  they  were  all  left  with 
extensive  and  permanent  contractions  of 
the  visual  fields  of  such  a degree  as  to 
cause  marked  disability.  Of  these  disab- 
ling reactions,  4 occurred  early  in  the 
course  of  therapy,  2 after  the  second,  1 
after  the  fifth,  and  1 after  the  sixth 
injection.  Two  of  the  reactions  occurred 
after  2 gm.  of  tryparsamide,  3 after  3 gm. 
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None  of  these  patients  was  given  fur 
tryparsamide  therapy. 

Nitritoid  reactions  occurred  in  30  ( 
percent)  of  the  total  number  of  path 
80  percent  of  these  reactions  occur 
late  in  the  course  of  therapy. 

Five  patients  consistently  compla 
of  nausea  and  vomiting  following  t 
arsamide,  in  some  cases  after  relati 
small  (1  gm.)  doses  of  the  drug.  ' 
patients  who  had  had  dermatitis  du 
trivalent  arsenicals  developed  sin 
dermatitis  after  tryparsamide  ther 
No  patient  developed  a dermatitis 
tryparsamide  alone.  One  patient 
mild  jaundice,  with  an  icteric  inde; 
25.  The  jaundice  cleared  rapidly.  ' 
patient  also  had  diabetes  mellitus 
was  suspected  of  having  Laennec’s 
rhosis  of  the  liver.  Seven  patients 
both  visual  and  nitritoid  reactions,  1 
visual  and  gastrointestinal  reactions. 

As  a result  of  repeated  reactions,  t 
arsamide  was  discontinued  in  92  ( 
percent)  of  the  223  patients. 

Stilbestrol-induced  gynecomastia  in 
male.  Charles  William  Dunn.  J 
M.  A.,  Chicago,  115:  2263-2264, 
28,  1940. 

The  therapeutic  action  of  stilbestr< 
the  human  being  is  under  investiga 
by  the  Council  of  Pharmacy  and  Cl 
istry  of  the  American  Medical  Associa 
One  of  the  established  biologic  efl 
of  the  naturally  occurring  estrogen 
their  growth-stimulating  action  on 
tain  tissues  and  organs,  one  of  whic 
breast  tissue.  It  has  also  been  ex] 
mentally  established  that  when  es 
genic  substance  is  administered  in 
ficient  amounts  it  has  an  inhibitory  e 
on  anterior  pituitary  lobe  trophic  f 
tions,  among  which  are  the  produc 
of  growth  hormones  and  the  gon 
tropic  factor.  A limited  amount  of 
ical  evidence  supports  these  experime 
observations. 

The  production  of  breast  developr 
in  tbe  female  by  the  administratioi 
natural  estrogenic  substance  has  beei 
ported.  The  author  has  seen  prema 
breast  development  in  a girl  6 years 
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ith  gonorrheal  vaginitis  treated  with 
;ilbestrol.  Neither  hypodermic  nor  sup- 
asitory  estrogenic  therapy  could  be  ad- 
dnistered  because  of  the  child’s  physical 
isistance  to  these  forms  of  treatment, 
be  was  given  3 drops  of  stilbestrol  so- 
ition  (1  mg.  per  cc.)  daily.  After  6 
ieeks  of  stilbestrol  therapy  a mass  ap- 
coximately  2.5  cm.  in  diameter,  and  1 cm. 
l thickness  appeared  beneath  the  nipple 
1 both  breasts.  At  this  period  of  therapy 
le  vaginal  discharge  had  disappeared. 
The  present  report  concerns  a male 
fxual  criminal  aged  27  years  to  whom 
10  mg.  of  stilbestrol  had  been  adminis- 
tred  orally  over  a period  of  96  days,  pro- 
ving a marked  bilateral  gynecomastia, 
hysical  examination  revealed  a firm, 
■nsitive  nodule  beneath  the  nipple  of 
ich  breast.  The  physical  characteristics 
f the  breast  tissue  reaction  of  stilbestrol 
id  the  naturally  occurring  estrogenic 
distances  are  markedly  dissimilar  in 
'at  the  stilbestrol-induced  mammary  tis- 
le  growth  is  harder,  firmer,  and  denser, 
id  its  rate  of  resolution  after  discon- 
mance  of  therapy  is  markedly  retarded, 
le  author  assumes  that  the  therapeutic 
feet  has  resulted  directly  from  depres- 
)n  of  the  anterior  pituitary  gonadotropic 
nction. 

esent-day  treatment  of  gonorrhea 
with  fever  therapy.  A.  I.  Mann.  Am. 
|J.  Syph.,  Gonor.  & Ven.  Dis.,  St.  Louis, 
sj24  : 743-744,  Nov.  1940. 

When  sulfanilamide  established  a repu- 
Ition  as  a specific  in  gonorrhea,  about  3 
Dars  ago,  fever  treatment  for  that  dis- 
'se  became  obsolete  overnight.  How- 
mr,  more  extended  use  of  sulfanilamide 
i owed  that  it  cured  an  average  of  75  per- 
mt  of  cases  only,  that  toxic  reactions 
fmetimes  required  its  discontinuance, 
s d that  it  might  even  cause  death. 
llSulfanilamide-resistant  patients  began 
1 be  returned  for  fever  treatment.  Bal- 
hger  and  coworkers  reported  on  the  com- 
laed  use  of  fever  and  sulfanilamide  in 
distant  cases.  They  combined  ordinary 
(sage  of  sulfanilamide  with  three  fever 
sssions,  averaging  4 hours,  on  alternate 
<ys,  at  a temperature  of  103°  to  104°  F. 


They  reported  a small  series,  but  all  were 
cured.  Other  authors  have  since  reported 
giving  such  treatment  with  successful  re- 
sults. 

In  this  article,  Mann  states  that  after 
employing  various  combinations  of  treat- 
ment with  sulfanilamide  and  fever,  he 
has  concluded  that  it  is  best  to  use  gono- 
coccus exterminating  temperatures  in 
those  patients  who  are  sturdy  and  who 
can  stand  such  treatment.  The  discharge 
can  usually  be  terminated  abruptly  with 
2 days  of  sulfanilamide,  6.6  gm.  (100 
grains)  daily,  followed  by  6 hours  of  sus- 
tained fever  at  106.5°  F.  This  treatment 
is  well  tolerated. 

Gonorrheal  arthritis  has  proved  less 
responsive  to  such  treatment  in  the  au- 
thor’s experience.  Complete  alleviation  or 
improvement  is  usually  manifest,  but 
within  a month  there  is  usually  a relapse 
and  the  arthritis  becomes  an  atrophic 
type. 

On  the  question  of  autopyovaccination  in 

the  treatment  of  gonorrhea.  J. 

KreCek.  Dermat.  Wchnsehr.,  Berlin, 

110:  482-485,  June  8,  1940. 

In  the  treatment  of  26  men  with  gonor- 
rhea (22  acute  cases,  7 with  anterior  and 
15  with  posterior  urethritis,  and  4 chronic 
cases,  2 with  anterior  and  2 with  poste- 
rior urethritis)  the  following  method  was 
used : After  cleansing  an  area  of  skin  with 
alcohol,  10  x 6 cm.  of  this  area  was  scari- 
fied, and  pus  obtained  directly  from  the 
urethra  of  the  patient  was  rubbed  into  this 
scarified  area.  This  procedure  was  re- 
peated after  3 to  4 days  and  was  the 
only  treatment  given.  Individual  patients 
were  vaccinated  in  this  manner  from  3 to 
8 times.  Two  of  them  showed  good  im- 
provement (both  had  acute  posterior 
urethritis),  10  showed  slight  improve- 
ment, and  there  were  14  failures.  In  2 
cases  with  acute  postei'ior  urethritis, 
epididymitis  developed.  In  one  patient 
abscesses  developed  at  the  site  of  vacci- 
nation. Only  slight  elevations  of  tem- 
perature were  observed  following  vacci- 
nation— from  0.2°  to  0.5°  C.  with  no  no- 
ticeable effect  on  the  patients’  general  con- 
dition. 
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In  an  attempt  to  explain  the  ineffective 
nessj  of  this  type  of  therapy,  the  author 
points  out  that  it  is  impossible  to  deter- 
mine exactly  the  dosage  of  vaccine  given, 
that  the  amount  of  pus  obtainable  de- 
creases with  the  number  of  vaccinations, 
and  that  the  pus  used  for  vaccination  does 
not  contain  gonococci  at  their  best,  in 
other  words  they  probably  have  been 
weakened  or  killed. 

A further  contribution  to  the  study  of 

side  and  after  effects  of  the  newer 

chemotherapy  of  gonorrhea.  W.  Vo- 

lavsek.  Dermat.  Wchnschr.,  Berlin, 

110:  513-523,  June  22,  1940. 

In  a series  of  gonorrhea  patients  on 
idiron,  diseptal  C,  and  albucid  therapy, 
porphyrin,  urobilin,  and  bilirubin  deter- 
minations were  made  on  the  urine,  and  in 
some  cases  the  Takata-Ara  as  well  as 
galactose  tolerance  tests  were  carried  out. 
Control  experiments  were  made  on  simi- 
lar patients  not  receiving  chemotherapy. 
The  morning  urine  was  tested  and  the 
period  of  observation  extended  over  15  to 
20  days.  Therapy  with  any  of  the  above 
mentioned  3 drugs  in  the  usual  dosage 
resulted  in  a definite  increase  in  porphyrin 
excretion.  This  increase  was  observed 
in  most  cases  on  the  1 to  2 days  of  drug 
administration.  The  values  were  higher 
during  the  second  than  during  the  first 
course  of  treatment.  A patient  with  a 
skin  eruption  resulting  from  the  drug 
did  not  have  greater  porphyrin  excretion 
than  the  patients  who  had  no  side  effects. 
Bilirubin  and  urobilin  excretion  were  also 
increased,  the  increase  occurring  chiefly 
toward  the  end  of  the  course  of  treatment. 
Galactose  tolerance  tests  and  the  Takata- 
Ara  test,  which  were  carried  out  only  in 
cases  in  which  liver  involvement  was 
suspected,  were  occasionally  positive  in 
Ihose  patients  whose  bilirubin  and  uro- 
bilin excretion  remained  high  for  a long 
period  of  time  (as  long  as  2 weeks)  after 
discontinuation  of  therapy. 

The  author  concludes  that  sulfonamide 
drugs  produce  transitory  damage  of  the 
liver  which  is  manifested  by  a functional 
disturbance.  He  cautions  against  fre- 
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quent  repetition  of  treatment  courses 
advises  that  the  diet  be  such  as  to  prc 
the  liver.  In  this  connection  the  gr 
of  cane  sugar  has  been  shown  to  ha’ 
protective  effect. 

The  chemotherapy  of  gonococcic  in 
tions.  I.  Summary  of  experience  ^ 
sulfanilamide.  II.  Investigation 
chemotherapeutic  effect  of  sulfap 
dine.  C.  J.  Van  Slyke,  R.  R.  Wol 
and  J.  F.  Mahoney.  J.  A.  M.  A.,  1 
cago,  116:  276-280,  Jan.  25,  1941. 

I.  During  1937  and  1938  studies  \ 
made  of  approximately  1,800  hospital 
male  and  female  patients  who  a 
treated  for  gonococcic  infections  1 
sulfanilamide.  These  have  been  repo 
previously,  and  a summary  only  is  g 
here. 

II.  A series  of  300  cases,  comprise 
200  male  and  10  female  hospitalized 
tients  and  81  male  and  9 female 
patients,  all  of  whom  were  treated 
sulfapyridine,  is  reported.  The  cure 
approximated  85  percent  for  patients 
had  not  received  previous  chemothei 
and  70  percent  for  those  who  had  f£ 
to  benefit  by  earlier  sulfanilamide  ti 
ment.  The  larger  dosages  (6  gm.  a c 
were  not  more  efficacious  than  the  sm; 
doses  (2  gm.  a day).  There  were  f< 
and  milder  toxic  manifestations  an 
those  patients  who  received  the  sm; 
doses.  The  toxic  reactions  were  not 
ous  and  were  significantly  less  with  ; 
apyridine,  than  with  sulfanilan 
Subclinical  carrier  states  were  not 
countered  among  patients  treated  ' 
sulfapyridine,  which  is  in  contrast  t( 
suits  found  from  sulfanilamide  ther 
Prolonged  administration  of  sulfa] 
dine  is  not  indicated ; the  therapy  sh 
be  limited  to  10  days  or  less.  If  the 
of  laboratory  facilities  wordd  curtail 
use  of  the  drug,  sound  clinical  judgi 
alone  may  serve  as  a practical  guide 
the  use  of  sulfapyridine  in  the  treati 
of  gonococcic  infections. 

The  authors  believe  that  at  the  pre 
time  sulfapyridine  appears  to  be  the 
of  drug  which  can  be  applied  on  a b 
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iasis  to  the  control  of  gonococcic 
nfections. 

‘enal  complications  due  to  sulfathiazole. 

Curtis  F.  Garvin.  J.  A.  M.  A.,  Chicago, 
116:  300-301,  Jan.  25,  1941. 

* At  the  Cleveland  City  Hospital,  of  54 
atients  with  pneumonia  treated  with 
ulfathiazole,  33  (61.1  percent)  had  crys- 
als  of  the  drug  in  the  urine.  In  a con- 
rol  series  of  56  patients  treated  with 
iulfapyridine,  16  (28.6  percent)  had  crys- 
tals in  the  urine.  This  is  probably  ex- 
lained  by  the  fact  that  10.1  gm.  a day 
f sulfathiazole  was  required  to  produce 
blood  level  of  5.8  mg.  per  100  cc.,  where- 
js  5.1  gm.  of  sulfapyridine  was  sufficient 
) result  in  a concentration  of  5.4  mg.  per 
90  cc. 

The  incidence  of  hematuria  was  14.8 
ercent  for  the  sulfathiazole  treated 
roup  and  10.7  percent  for  sulfapyridine. 

atal  agranulocytosis  from  sulfathi- 
azole. Putnam  C.  Kennedy  and  Max- 
< well  Finland.  J.  A.  M.  A.,  Chicago, 
116:  295-296,  Jan.  25,  1941. 

I A case  is  presented  in  which  the  com- 
ication  of  acute  agranulocytosis  proved 
ital  following  the  administration  of 
iilfathiazole.  The  patient,  a woman  aged 
1,  was  admitted  to  the  Boston  City  Hos- 
tal  on  June  23,  1940.  A diagnosis  was 
lade  of  subacute  bacterial  endocarditis 
iperimposed  on  rheumatic  heart  disease 
ith  mitral  stenosis.  On  the  fifth  day 
eatment  with  sulfapyridine  (1  gm.  every 
tours)  was  begun,  but  because  of  severe 
lusea  and  vomiting  sulfathiazole  was 
ibstituted.  At  first  the  dosage  was  the 
me.  The  nausea  and  vomiting  con- 
toed  intermittently,  and  at  the  middle 
the  3d  week  the  dosage  was  changed  to 
5 gm.  every  4 hours.  Acute  agranu- 
i.cytosis  apparently  began  during  the  end 
the  third  week  of  treatment  with 
Iilfathiazole.  The  drug  was  stopped  on 
:ve  28th  day  when  it  was  found  necessary 
' give  a blood  transfusion.  The  patient 
od  suddenly  the  next  day. 

No  other  drugs  known  to  produce  this 
(ndition  were  used  after  treatment  with 
flfathiazole  was  begun,  although  sulfa- 
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pyridine  had  been  given  for  2 days  pre- 
viously. No  past  history  of  treatment 
with  sulfonamide  drugs  was  elicited. 
The  exact  cause  or  mechanism  of  the 
sudden  death  is  not  certain. 

Acetylglycarsenobenzene  in  treatment 
of  syphilis.  Preliminary  report. 

William  H.  Guy,  Bernhard  A.  Gold- 
mann,  George  P.  Gannon  and  Jacob 
Slone.  Arch.  Dermat.  & Syph.,  Chi- 
cago, 42:  1046-1058,  Dec.  1940. 
Acetylglycarsenobenzene  ( 3,4'-diacetyl- 
amino-4-hydroxyarsenobenzene  2'-sodium 
glycolate)  has  been  studied  for  2 years  in 
the  department  of  dermatology  of  the 
University  of  Pittsburgh.  A selected 
group  of  84  patients  were  treated  by 
intramuscular  injections  (49  patients 
were  dropped  from  the  series  because  of 
irregular  attendance) . None  of  the  group 
had  ever  received  antisyphilitic  treatment 
before,  and  the  diagnosis  of  syphilis  was 
confirmed  by  dark-field  examination  or 
by  serologic  test.  A total  of  2,100  doses 
of  the  drug  were  given,  with  1,656  doses 
of  bismuth  compound  and  1,432  of  mer- 
cury. Acetylglycarsenobenzene  injections 
(4—6  cc.)  were  given  once  a week  for  6 
weeks,  followed  by  soluble  bismuth,  one 
injection  a week  for  6 weeks,  and  then 
by  mercuric  salicylate,  one  injection  a 
week  for  6 weeks. 

The  spirocheticidal  activity  of  the  drug 
was  shown  by  its  rapid  effect  on  the 
spirochetes  in  the  primary  lesions  and  the 
prompt  disappearance  of  secondary 
lesions.  A reversal  of  serologic  reactions 
from  negative  to  positive  after  treatment 
was  not  observed,  and  clinical  relapse  did 
not  occur.  The  data  from  the  study 
showed  therapeutic  results  approximately 
equivalent  to  those  with  mapharsen.  As 
to  the  comparative  therapeutic  efficiency 
only  years  of  continued  use  of  the  drug 
on  a wider  basis  will  yield  convincing 
data.  The  authors  believe  that  the  fact 
of  local  tolerance  to  the  intramuscular 
route  is  established  by  this  study. 

Nitritoid  reactions  did  not  occur,  but 
exfoliative  dermatitis  was  observed  in  a 
much  greater  incidence  than  with  other 
known  arsenicals.  The  authors  did  not 
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observe  the  high  incidence  of  toxic  mani- 
festations other  than  dermatitis,  which 
has  been  reported  by  a number  of  foreign 
observers,  who  used  the  drug  under  the 
trade  name  “solusalvarsan.” 

From  these  preliminary  studies  the 
authors  believe  that  acetylglycarsenoben- 
zene  is  not  to  be  recommended  for  general 
use.  The  incidence  of  toxic  manifesta- 
tions, such  as  dermatitis,  must  be  ma- 
terially lowered.  Possibly,  as  in  the  case 
of  arsphenamine,  the  manufacturers  will 
be  able  to  lower  the  toxicity  by  a modi- 
fication of  the  chemical  formula,  so  that 
eventually  the  drug  may  be  administered 
with  reasonable  safety  as  well  as  with 
therapeutic  effectiveness. 

In  the  discussion  Robinson  said  he  had 
been  investigating  this  drug  at  the  Uni- 
versity of  Maryland  for  10  months.  His 
conclusions  after  treating  88  patients 
agree  with  those  of  the  authors.  Among 
his  patients  there  was  1 case  of  fatal 
hemorrhagic  encephalitis.  The  drug  has 
also  been  investigated  at  Johns  Hopkins 
Hospital,  Moore  reported,  and  he  confirms 
the  reports  from  the  other  two  hospitals. 
In  the  three  clinics  285  patients  have 
been  treated  and  there  have  been  28  seri- 
ous reactions,  an  incidence  of  nearly  12 
percent.  This  is  so  far  above  that  ob- 
served with  other  arsenicals  that  Moore 
feels  it  justifies  the  immediate  abandon- 
ment of  the  use  of  this  one. 

Excretion  of  bismuth  in  the  urine  of 
patients  treated  with  bismuth  ethyl- 
camphorate.  Francis  M.  Thurmon  and 
Norbert  Benotti.  Arch.  Dermat.  & 
Syph.,  Chicago,  42:  1073-1082,  Dec. 
1940. 

The  authors  made  a study  of  the  daily 
excretion  of  bismuth  in  the  urine  of  9 
adult  patients  after  the  intramuscular 
administration  of  clinical  doses  of  an  oil- 
soluble  bismuth  compound  ( bismuth  ethyl- 
camphor  ate),  each  cubic  centimeter  of 
which  contained  40  mg.  of  elemental 
bismuth. 
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Three  patients  had  only  single  injc 
tions,  receiving  40  mg.,  80  mg.,  and  80  m 
of  bismuth,  respectively ; 3 patients  i 
ceived  the  40  mg.  dose  per  week  for 
weeks,  and  3 received  the  80  mg.  dose  p 
week  for  3 weeks.  In  2 of  the  3 cas 
which  received  the  single  injections,  t! 
daily  average  bismuth  excretion  per  wei 
showed  a maximum  during  the  first  wee 
and  in  the  other  case  the  average  exci 
tion  remained  practically  the  sar 
throughout.  In  4 of  the  6 cases  of  mi 
tiple  injections,  the  daily  average  bismu 
excretion  per  week  showed  ascendii 
levels  each  week,  the  maximum  being  f 
tained  in  the  3d  week ; in  1 case,  tl 
maximum  was  in  the  2d  week,  and  in 
case  the  excretion  remained  practical 
the  same  throughout. 

One  patient  receiving  a single  injectii 
of  40  mg.  excreted  36  percent  of  the  b: 
mutli  in  the  urine  within  18  days,  and 
patients  receiving  80  mg.  excreted  2£ 
and  20  percent  in  18  and  19  days,  respe 
tively.  Three  patients  receiving  40  m 
of  bismuth  each  week  for  3 weeks  e 
creted  48,  29,  and  30  percent  in  the  uri> 
in  20,  21,  and  21  days,  respectively ; and 
patients  receiving  80  mg.  excreted  26,  2 
and  17  percent  within  18,  21,  and  21  daj 
respectively.  One  patient  receiving- 
single  injection  of  40  mg.  required  an  o 
serration  period  of  73  days  before  tl 
excretion  of  bismuth  ceased. 

Roentgenograms  of  the  site  of  injectii 
(gluteal  muscle)  at  intervals  varyii 
from  5 hours  to  60  days  after  the  injectii 
in  all  instances  failed  to  show  deposi 
of  bismuth. 

As  judged  by  the  average  daily  excx 
tion  of  bismuth  in  the  urine,  the  2-cc.  do 
(80  mg.)  of  bismuth  ethylcamphorate  a 
ministered  at  7-day  intervals  is  sufficie 
to  maintain  a sustained  circulation  of  bi 
muth  over  a sufficient  period  of  time 
fall  within  the  accepted  standards 
therapeutic  effectiveness. 

The  fecal  excretion  of  bismuth  is  n 
reported. 
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,ate  congenital  syphilis.  Observations 
upon  thirty-nine  patients  over  25  years 
of  age  at  the  time  of  first  admission. 
Frank  R.  Smith,  Jr.  Am.  J.  Syph., 
Gonor.  & Ven.  Dis.,  St.  Louis,  24: 

| 755-758,  Nov.  1940. 

As  an  addendum  to  a previous  paper 
lBull.  Johns  Hopkins  Hosp.,  53:  231, 
j)33)  on  the  treatment  results  in  a group 
jf  patients  with  late  congenital  syphilis 
:?en  in  the  adult  clinic  of  the  Johns 
topkins  Hospital,  the  author  has  pre- 
hred  -this  more  detailed  study  of  39  of 
me  patients  who  were  more  than  25  years 
ill:  age  when  first  admitted. 

I In  this  group  of  39,  there  was  an  ap- 
■oximately  equal  number  of  white  and 
Hjegro  patients ; 42  percent  were  male  and 
percent  female,  and  the  mean  age  on 
' Imission  was  33.4  years.  In  4 cases,  it 
Kis  definitely  determinable  that  the  first 
l ute  and  noticeable  manifestation  of 
! ngenital  syphilis  developed  after  the 
K:e  of  25  years.  Of  these,  3 patients  had 
isute  interstitial  keratitis,  and  1 had  a 
ijmma  of  the  nasal  septum  (osseous  sys- 
ifcn)  which  had  progressed  to  perforation, 
illln  the  remaining  35  patients  there  was 
ioae  scar  or  basic  stigma,  often  unnoted 
aye  the  patient,  to  designate  an  earlier 
: ipearance  of  lesions.  About  one-half  on 
(Emission  showed  scars  of  old  interstitial 
iratitis  or  an  active  recurrence,  5 had 
litchinson’s  teeth  which  had  been  recog- 
tibed  as  peculiar  by  the  patient,  9 had 
vicious  saddle  noses  with  perforation  of 
it®  palate,  1 had  periostitis  of  the  tibia, 
og*l  1 had  eighth  nerve  deafness. 

fhree  of  the  patients  were  more  than 
\c*  years  of  age.  One  61-year-old  woman 
dtl'wed  scarring  of  interstitial  keratitis, 
f;lifness,  prominent  bossae,  and  typical 
iciiies.  Another  woman,  60  years  of  age, 
111  perforation  of  the  nasal  septum,  ero- 
iieja  of  the  soft  palate,  scars  of  interstitial 
jjatitis,  and  adentia.  A third,  52  years 
•age,  had  a complete  destruction  of  the 
is  late,  saddle  nose,  blindness  from  scars 
'j  nterstitial  keratitis,  and  total  deafness, 
'hree  patients  between  the  ages  of  30 
II  40  years  all  had  the  Hutchinsonian 
i id,  with  prominent  bossae.  Two  had 
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old  erosive  processes  of  the  palate,  and 
one  had  definite  rhagades. 

Five  of  the  39  had  received  some  kind 
of  parenteral  treatment  before  coming  to 
the  clinic,  all  for  a previous  attack  of  in- 
terstitial keratitis.  The  treatment  had 
been  discontinued  when  the  acute  symp- 
toms had  subsided.  None  were  treated 
adequately.  The  other  34  had  had  abso- 
lutely no  antisyphilitic  treatment  at  any 
time  in  their  lives. 

The  incidence  of  the  various  lesions  in 
this  group  was  as  follows : Hutchinsonian 
teeth,  14 ; interstitial  keratitis,  26 ; eighth 
nerve  deafness,  15;  Hutchinsonian  triad, 
5;  saddle  nose  and  perforation  of  the 
palate,  18 ; periostitis  of  tibia,  8 ; bossae, 
10 ; gummas,  4 ; and  other  complaints,  13. 
There  were  8 patients  with  both  inter- 
stitial keratitis  and  eighth  nerve  deafness, 
but  in  whom  the  upper  incisor  teeth  had 
been  removed  before  admission.  “Other 
complaints”  included  rhagades,  underde- 
velopment, and  mental  deficiency. 

Over  90  percent  of  the  objective  signs 
of  late  congenital  syphilis  are  to  be  found 
in  or  about  the  structures  of  the  head.  In 
a full-fledged  case  the  diagnosis  may  usu- 
ally be  made  by  a glance  at  the  face. 

The  serologic  test  of  the  blood  was 
positive  on  admission  in  30  patients,  nega- 
tive in  9.  Neither  the  amount  of  treat- 
ment nor  the  age  of  the  patient  seemed 
to  influence  the  incidence  of  Wassermann- 
fastness  (66.7  percent  in  the  inadequately 
treated ; 57.1  percent  in  the  adequately 
treated).  The  spinal  fluid,  examined  on 
admission  in  16  patients,  was  negative 
in  14  and  positive  in  2.  The  latter  showed 
no  clinical  signs  of  neurosyphilis. 

An  evaluation  of  the  effect  of  antenatal 
antisyphilitic  therapy  on  fetal  mor- 
tality and  on  congenital  syphilis. 

L.  Y.  Dill,  H.  J.  Stander  and  C.  E. 
Isenhour.  Am.  J.  Obst.  & Gynec.,  St. 
Louis,  40:  965-979,  Dec.  1940. 

The  records  of  patients  treated  in  the 
New  York  Hospital  (Cornell  University 
Medical  School)  and  the  John  E.  Berwind 
Free  Maternity  Clinic  for  the  past  7 years 
were  studied.  The  charts  of  386  syphilitic 
patients  in  whom  453  pregnancies  had 
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occurred  were  reviewed.  All  patients 
had  received  routine  antenatal  care  in 
addition  to  the  antisyphilitic  therapy,  and 
each  patient  had  received  more  than  one 
treatment  for  the  suspected  syphilis.  Of 
these  pregnancies  139  were  in  Negro  and 
214  in  white  women.  The  treatment  at 
the  in-patient  department  consisted  mostly 
of  continuous  therapy  with  arsphenamine, 
alternated  with  courses  of  bismuth.  Re- 
cently, combined  mapharsen  and  bismuth 
therapy  has  been  instituted.  Autopsy 
was  obtained  on  all  but  a few  of  the  dead 
babies.  All  living  babies  were  routinely 
referred  to  the  pediatric  department  of 
the  hospital  and  were  seen  at  3-month 
intervals.  A group  of  414  patients  who 
had  had  500  pregnancies  were  used  as 
controls  for  the  syphilitic  series. 

The  386  patients  in  the  syphilitic  series 
had  had  1,160  previous  pregnancies.  The 
greatest  loss  of  life  in  both  groups  oc- 
curred in  the  early  abortion  division. 
More  than  80  percent  of  the  pregnancies 
of  syphilitic  patients  in  the  New  York 
Hospital  and  90  percent  of  the  Berwind 
pregnancies  terminated  in  living,  term 
babies.  With  pediatric  follow-up  of  more 
than  6 months,  only  9 pregnancies  could 
be  found  which  resulted  in  babies  which 
could  definitely  be  called  syphilitic,  and 
all  of  these  were  subjected  to  treatment. 
Two  babies  subjected  to  treatment  before 
the  end  of  the  first  month  of  life  had  an 
immediate  reversal  of  serology.  There 
were  4 infants  in  whom  the  blood  Wasser- 
mann  failed  to  become  negative  even  after 
2 or  3 months  and  in  one  case  it  remained 
positive  for  6 months.  These  children 
have  shown  no  clinical  evidence  of  syph- 
ilis and  with  no  treatment  have  remained 
clinically  and  serologically  free  from  the 
disease  for  more  than  4 years. 

The  roentgenograms  of  the  long  bones 
were  frequently  in  error  in  the  diagnosis 
of  congenital  syphilis.  Two  to  4 percent 
of  nonsyphilitic  babies  had  placentas 
which  were  classified  as  syphilitic.  In 
the  cord  Wassermann  tests  done  on  6 of 
the  syphilitic  babies,  only  1 was  found 
to  be  negative  and  the  Kline  test  was 
strongly  positive  for  this.  This  reaction 


was  positive  in  16  to  18  percent  of  tJ 
normal  babies. 

The  determination  of  the  effects 
treatment  except  in  relation  to  the  nvu 
ber  of  syphilitic  babies  and  the  numb 
of  fetal  deaths  was  not  attempted.  On 
one  fetus  was  found  to  be  syphilitic  who 
mother  received  more  than  6 grams  of  i 
arsenical  preparation.  The  occurrence 
deadborn  babies  and  neonatal  deaths  d 
not  vary  directly  with  the  amount 
treatment  received. 

No  syphilitic  babies  were  obtained 
the  group  receiving  treatment  both  pri 
to  and  during  the  pregnancy,  even  thou 
minimal  treatment  was  received  in  bo 
instances.  The  higher  percentages 
syphilitic  babies  were  noted  in  t 
younger  age  groups  of  mothers. 

From  this  study  it  is  seen  that  syphi 
need  no  longer  constitute  a major  car 
of  fetal  mortality  or  a frequent  diset 
of  the  newborn.  Antenatal  therapy 
greatly  enhanced  by  treatment  receiv 
prior  to  conception.  A favorable  outcoi 
is  made  certain  by  the  early  institution 
treatment,  advanced  age  of  infection  a 
negative  serology. 


- 
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Fixed  eruptions  due  to  arsphenamim 

Louis  Chargin  and  William  Leifi 
J.  Invest.  Dermat.,  Baltimore,  3:  44 
463,  Dec.  1940. 


Fixed  eruptions  produced  by  arsph< 
amines  are  apparently  identical  in  eve 
respect  with  eruptions  of  a similar  ty 
produced  by  other  drugs.  The  te 
‘ fixed”  does  not  refer  to  the  duration 
persistence  of  the  lesion  nor  to  its  residi 
pigmentation,  but  solely  to  the  fact  tl 
a previously  affected  area  can  be 
tivated  by  the  drug  in  question. 

This  report  covers  69  syphilitic  patier 
in  whom  during  the  course  of  treatin' 
with  trivalent  arsenicals  fixed  eruptid 
developed.  In  this  group  1 patient  L 
a double  sensitivity  to  arsenicals  slj 
phenolphthalein,  and  1 was  sensitive  o ' 
to  antipyridine.  Race  seemed  an  impo 
ant  predisposing  factor — 79  percent  ■ 
curring  in  the  Negro,  19  percent  in  i 
white,  and  2 percent  in  the  yellow  r£‘ 
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Lesions  were  most  common  on  the  face 
ind  were  also  observed  over  the  entire 
)ody  except  on  the  scalp,  palms,  and  soles. 
Phe  mucous  membrane  of  the  mouth  was 
nvolved  in  2 cases.  In  descending  order 
)f  frequency,  the  precipitating  drugs  were 
irsphenamine,  neoarsphenamine,  silver 
irsphenamine,  mapharsen,  and  trisodar- 
sen.  Lesions  produced  by  one  trivalent 
irug  were  activated  by  other  trivalent 
lrugs  and  also  by  some  pentavalent  drugs, 
ictivations  were  only  seen  when  the  drug 
vas  given  by  the  intravenous,  oral,  or 
ntramuscular  routes.  Patch  tests  and 
ontophoresis  were  consistently  negative. 
Successful  full-thickness  autotransplants 
n 3 patients  failed  to  react  when  the 
Irug  was  readministered. 

In  spite  of  continued  arsenotherapy, 
10  case  of  exfoliative  dermatitis  or  any 
other  type  of  arsenical  dermatitis  was  ob- 
served in  a patient  having  fixed  eruptions. 
Since  all  trivalent  arsenicals  do  not  pro- 
luce  the  fixed  reactions  with  equal  fre- 
quency, it  is  possible  to  continue  therapy 
iineventfully  by  a change  of  arsenical, 
i In  the  discussion,  Abramowitz  re- 
narked that  this  work  of  the  authors 
mtnumbered  all  reports  in  the  literature 
since  Naegeli  in  1917  first  called  attention 
o such  lesions. 

ffapharsen  as  an  antisyphilitic  arsenical. 

Edward  A.  Levin.  California  and 
West.  Med.,  San  Francisco,  53:  207, 
Nov.  1940. 

The  author  reviews  briefly  some  of  the 
iterature  on  mapharsen.  He  states  that 
t is  still  an  experimental  drug,  although 
idmittedly  it  has  had  extensive  clinical 
:rial  in  the  last  8 years.  So  far,  it  has 
ipparently  shown  itself  to  be  as  effective 
in  arsenical  as  neoarsphenamine  in  the 
reatment  of  the  various  manifestations 
>f  syphilis,  as  evidenced  by  the  disappear- 
mce  of  spirochetes  from  early  infectious 
esions,  healing  of  early  and  late  skin 
nanifestations,  reversal  of  serologic  re- 
ictions,  and  prevention  of  syphilis  in 
lewborn  infants.  Although  it  probably 
vill  prevent  the  later  complications  if 
ised  adequately,  about  20  years  must  pass 
)efore  this  can  be  definitely  stated. 
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In  over  5 million  injections  reported  to 
date,  only  two  fatalities  have  been  re- 
ported. This  is  much  less  than  would  be 
expected  from  neoarsphenamine.  It  has 
been  particularly  noted  that  instances  of 
blood  dyscrasias,  severe  or  exfoliative 
dermatitis,  liver  damage,  and  other  se- 
rious and  at  times  fatal  reactions  occur- 
ring with  neoarsphenamine  are  very  rare. 
No  case  of  nitritoid  reaction  due  to 
mapharsen  has  been  reported. 

Some  patients  cannot  tolerate  maphar- 
sen without  experiencing  nausea  and 
vomiting.  Pain  along  the  course  of  the 
vein  and  extending  up  the  arm  to  the 
shoulder  may  also  occur.  While  these  are 
not  serious  reactions,  they  are  discon- 
certing to  the  patient.  The  author  states 
that,  in  spite  of  these  minor  reactions, 
and  in  view  of  its  low  toxicity,  ease  of 
preparation  and  administration,  and  the 
excellent  results  so  far  obtained,  the  fur- 
ther use  of  mapharsen  as  an  antisyphilitic 
remedy  is  justified. 

Syphilis  in  brothers.  Transfusion  syph- 
ilis; the  occurrence  of  positive  spinal 
fluids  after  a previously  negative 
examination;  therapeutic  failure  of 
two  usually  effective  treatments  for 
syphilis.  Clarence  S.  Livingood  and 
Herman  Beerman.  Am.  J.  Syph., 
Gonor.  & Ven.  Dis.,  St.  Louis,  25:  G7-71, 
Jan.  1941. 

The  authors  present  the  cases  of  two 
patients  (brothers)  in  whom  syphilis,  de- 
rived accidentally  from  the  same  strain 
through  blood  transfusion,  passed  through 
a relatively  similar  series  of  events  in 
spite  of  the  use  of  different  systems  of 
antisyphilitic  treatment  in  each  case.  The 
older  brother,  the  donor  of  the  transfu- 
sion, was  given  concurrent  treatment  with 
40  neoarsphenamine  and  47  bismuth  sali- 
cylate injections  over  a period  of  14 
months.  Because  his  blood  serologic  tests 
were  persistently  positive  he  was  given  20 
injections  of  boiled  milk,  7 injections  of 
bismarsen,  and  8 injections  of  bismuth 
salicylate  during  the  next  20  months. 
The  younger  brother,  the  recipient  of  the 
blood  transfusion,  was  given  50  injections 
of  bismarsen  in  15  months  with  an  addi- 
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tional  15  injections  of  bismarsen  and  2 
injections  of  bismuth  salicylate  in  the 
next  year. 

In  both  patients  abnormal  spinal  iluids 
developed  after  they  had  been  given  what 
is  usually  considered  adequate  antisyphi- 
litic treatment,  and  following  previously 
normal  spinal  fluid  tests. 

These  patients  serve  as  an  example  of 
the  dangers  involved  in  using  a trans- 
fusion donor  whose  syphilitic  status  has 
not  been  determined.  They  are  exceptions 
to  the  rule  that  negative  spinal  fluid  ex- 
aminations in  early  or  latent  syphilis  are 
favorable  prognostic  signs. 

If  each  case  had  been  studied  individ- 
ually, the  failures  would  have  been  as- 
cribed to  the  drug  used.  The  circum- 
stances attending  these  cases  have  made 
it  possible,  for  practical  purposes,  to  elimi- 
nate the  drug  and  to  incriminate  the  host 
or  the  spirochetal  strain  as  responsible  for 
the  failures. 

A case  of  peripheral  neuritis  following 
disulfanilamide  treatment.  Edward 
R.  Hodgson.  Journal-Lancet,  Minne- 
apolis, 61:  22-23,  Jan.  1941. 

From  a review  of  reported  cases  it 
seems  fairly  certain  to  the  author  that 
disulfanilamide  (sulfanilyl  sulfanilamide, 
disulon)  and  dimethyl  disulfanilamide 
(uliron,  diseptal,  D373)  result  in  the  de- 
velopment in  some  individuals  of  a rather 
consistent  type  of  peripheral  neuritis. 
Hodgson  reports  a case  which  he  feels  is 
an  example  of  this  manifestation. 

The  patient  was  a 24-year-old  graduate 
student  from  Turkey.  In  November  1938 
he  started  taking  disulon.  He  took  60 
grains  daily  for  1 week,  followed  by  2 
weeks  with  no  treatment,  and  then  30 
grains  daily  for  another  3 weeks,  followed 
by  another  2 weeks  without  treatment. 
He  started  a third  course  of  30  grains 
daily  but  this  was  discontinued  in  a few 
days.  He  probably  took  about  1,000  grains 
(66  grams)  in  2 months.  In  January  1939, 
symptoms  appeared  of  weakness  in  the 
legs  with  pain  after  moderate  exertion, 
and  weakness  of  the  hands  which  pro- 
gressed so  that  he  could  not  hold  a pen 


or  shave  himself.  Examination  show* 
nothing  abnormal ; blood  sulfanilami* 
was  negative.  In  May  there  was  son 
improvement.  Skull  films  were  norma 
as  was  the  spinal  fluid,  blood  serolog 
and  blood  chemistry.  He  was  given  vit; 
min  Bi  intramuscularly,  brewer’s  yeas 
and  thyroid.  Thyroid  was  stopped  aft* 
1 month  but  he  continued  the  yeast  tal 
lets.  When  the  patient  was  seen  in  Oct< 
ber  all  motions  of  the  hands  were  norm* 
and  strength  was  good. 


. 
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PATHOLOGY 


Aneurism  of  the  aorta.  A clinico 
pathological  analysis  of  127  necrop 
sies.  Michael  A.  Ogden.  Urol,  i 
Cutan.  Rev.,  St.  Louis,  44:  731-73E 
Nov.  1940. 

This  study  is  based  on  9,000  consecutiv 
necropsies  performed  between  1931  an 
1938  at  the  Charity  Hospital,  New  Oi 
leans.  There  were  418  syphilitics  in  th 
series ; aortic  aneurysms  developed  in  12; 
(30  percent).  There  were  2 cases  ii 
which  the  aneurysm  was  not  due  t< 
syphilis.  Rupture  occurred  in  55  of  th* 
127  aneurysms.  The  incidence  of  ruptur* 
was  55  percent  among  the  white  patient! 
and  40  percent  among  the  Negroes. 

The  average  duration  of  the  syphilitic 
infection  in  21  patients  was  18  years,  th* 
shortest  period  being  6 months  and  the 
longest  35  years.  Of  the  127  aortic  aneu 
rysms,  116  were  saccular,  2 fusiform,  and 
9 dissecting.  There  were  15  aneurysms 
of  the  abdominal  aorta,  8 of  which  rup- 
tured. The  thoracic  aorta  was  the  site 
of  the  aneurysm  in  112  cases — 35  in  the 
ascending  portion,  12  of  which  ruptured; 
57  in  the  arch,  22  of  which  ruptured ; 20 
in  the  descending  portion,  12  of  which 
ruptured. 

Microscopic  examination  of  the  aortic 
wall  usually  showed  that  all  three  layers 
were  affected.  The  whole  adventitia  was 
swollen,  congested,  edematous,  and  con- 
siderably thickened.  Marked  vasculariza- 
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(ion  with  destruction  of  muscular  and 
ilastic  tissue  with  a variable  degree  of 
•eplacement  fibrosis  was  found  in  the 
jnedia.  In  nearly  all  cases  of  syphilitic 
^ortitis  marked  arteriosclerotic  changes 

Ivere  found  in  the  aortic  wall. 

Dyspnea  was  the  most  constant  symp- 
om.  When  pain  was  present  in  the  chest 
l was  chiefly  substernal ; abdominal  pain 
adiated  to  all  parts  of  the  abdomen, 
'he  symptomatology  of  ruptured  aneu- 
ysm  sometimes  simulated  that  of  malig- 
iant  abdominal  tumor,  perforated  peptic 
ilcer,  or  ruptured  ectopic  pregnancy. 

The  Wassermann  reaction  was  positive 
n 41  out  of  84  cases.  In  55  cases  death 
vas  the  result  of  rupture  of  the  aortic 
t neurysm ; in  9 cases  it  was  due  to  pres- 
ure  of  the  aneurysm  on  the  trachea  or 
o pulmonary  atelectasis.  Three  died 
,rom  occlusion  of  the  coronary  ostia  due 
o extensive  syphilitic  aortitis,  34  from 
eart  failure,  and  1 from  gumma  of  the 
eart. 

atal  aplastic  anemia  following  the  use 
of  mapharsen.  Report  of  a case.  D. 

Kirkham  and  Martin  Perlmutter. 
Arch.  Dermat.  & Syph.,  Chicago,  43: 
111-115,  Jan.  1941. 

No  case  of  aplastic  anemia  nor  of  death 
ue  to  marpharsen  appeared  in  the  litera- 
lre  until  November  1939,  at  which  time 
.ein  and  Wise  reported  the  case  of  a 
-oman  who  died  with  a typical  picture 
f aplastic  anemia  one  month  after  her 
5th  injection  of  mapharsen. 

A 24-year-old  Italian-American  house- 
ife  was  admitted  to  the  Long  Island 
ollege  Division  of  Kings  County  Hospi- 
il  on  Nov.  11,  1939  for  treatment  of 
aginal  bleeding  of  2 weeks’  duration, 
he  Wassermann  reaction  of  her  blood 
ad  been  found  positive  and  antisyphilitic 
/eatment  had  been  begun  7 months  pre- 
iously.  The  first  course  consisted  of  10 
ejections  of  0.2  gm.  of  thiobismol  and 
) of  0.04  gm.  of  mapharsen.  A second 
mrse  consisted  of  9 doses  of  0.2  gm.  of 
usmuth  subsalicylate  and  8 doses  of  0.06 
ai.  of  mapharsen.  One  month  before  ad- 
mission the  third  course  was  started. 


She  received  9 injections  of  0.2  gm.  of 
bismuth  subsalicylate  in  oil  and  1 dose 
of  0.03  gm.  of  mapharsen.  The  total 
amount  of  mapharsen  administered  in  all 
courses  was  0.97  gm.  Two  days  prior  to 
admission  she  complained  of  a sore 
throat.  There  was  no  history  of  fever 
or  of  bleeding  from  other  orifices.  Her 
temperature  ranged  between  101°  and 
105°  during  the  8 days  of  observation; 
on  the  6th  day  profuse  vaginal  bleeding 
reappeared.  She  died  suddenly  but  not, 
so  far  as  could  be  ascertained,  because  of 
hemorrhage.  Among  the  autopsy  find- 
ings were  aplasia  of  the  bone  marrow, 
splenomegalia,  hemorrhagic  endometrium, 
multiple  hemorrhages  in  the  viscera  and 
retroperitoneal  tissue  and  subcutaneous 
emphysema. 

The  authors  believe  that  the  only  ob- 
vious etiologic  factor  for  this  case  of 
fatal  aplastic  anemia  was  the  administra- 
tion of  the  0.9  gm.  of  mapharsen,  which 
was  the  total  dosage  given  in  3 months. 


LABORATORY 

RESEARCH 


Sulfathiazole  in  blood  and  urine.  F. 

William  Sunderman  and  D.  Sergeant 
Pepper.  Am.  J.  M.  Sc.,  Philadelphia, 
200:  790-795,  Dec.  1940. 

The  authors  state  that  the  methods  cur- 
rently employed  for  the  analysis  of  sulfa- 
thiazole in  blood  are  considered  inade- 
quate, since  recovery  of  the  drug  when 
added  to  whole  blood  is  uniformly  low. 
In  this  paper  they  report  observations 
regarding  the  difficulties  encountered  in 
the  analyses  and  offer  a procedure  of 
analysis  applicable  to  clinical  purposes. 
They  also  report  the  results  of  studies 
relating  to  the  excretion  of  the  drug  in 
urine,  its  solubility,  and  crystal  structure, 
since  the  greatest  danger  in  the  use  of 
the  drug  seems  to  be  the  occurrence  of 
crystalline  concretions  in  the  urinary 
passages. 
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When  they  applied  methods  for  the 
analysis  of  sulfanilamide  in  whole  blood 
to  the  measurement  of  sulfathiazole,  the 
authors  found  that  recovery  of  sulfa- 
thiazole in  whole  blood  averaged  only  86 
percent  of  the  theoretical.  When  they 
used  serum  instead  of  whole  blood,  the 
loss  of  sulfathiazole  was  much  less,  aver- 
aging only  about  3 percent.  Therefore, 
they  believe  that  analysis  for  sulfathia- 
zole should  be  made  with  serum  instead 
of  whole  blood.  A procedure  for  analysis 
in  serum  is  suggested  in  which  an  ar- 
bitrary correction  for  the  loss  is  made 
in  the  final  calculation. 

Since  both  sulfathiazole  and  its  acetyl 
derivative  are  about  twice  as  soluble  in 
urine  of  pH  7.6  as  in  urine  of  pH  5.6,  it 
may  be  inferred  that  when  crystalline 
concentrations  due  to  sulfathiazole  ther- 
apy threaten,  an  effort  should  be  made 
to  keep  the  urine  alkaline  and  to  secure 
a large  urinary  volume. 

The  toxicity,  absorption  and  chemo- 
therapeutic activity  of  2-suIfanilami- 
dopyrimidine  (sulfadiazine).  W. 

Harry  Feinstone,  Roger  D.  Williams, 
Robert  T.  Wolff,  Evelyn  Huntington 
and  M.  L.  Crossley.  Bull.  Johns  Hop- 
kins Hosp.,  Baltimore,  67:  427-456, 
Dec.  1940. 

Sulfadiazine  was  investigated  for  its 
toxicity  in  laboratory  experimental  ani- 
mals, for  the  rate  and  mode  of  absorp- 
tion from  oral  administration  and  from 
subcutaneous  administration  of  the  sod- 
ium salt,  and  for  its  therapeutic  effect 
in  various  experimental  infections  in 
mice. 

Based  upon  blood  concentrations,  the 
acute  toxicity  of  sulfadiazine  for  mice 
was  found  to  be  about  175  to  200  mg.  per 
100  cc.  as  measured  by  the  parenteral  ad- 
ministration of  the  sodium  salt.  The  ad- 
ministration of  toxic  doses  of  the  sodium 
salts  of  sulfathiazole  and  sulfapyridine 
resulted  in  blood  concentrations  of  about 
80  and  65  mg.  per  100  cc.,  respectively. 

Based  upon  blood  concentrations  in 
chronic  toxicity  experiments,  sulfadiazine 
produced  less  tissue  damage  in  monkeys 
than  sulfathiazole  or  sulfapyridine  did. 
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This  may  be  partly  explained  by  the  far 
that  the  solubility  of  acetyl  sulfadiazir 
in  urine  is  much  higher  than  that  of  tb 
acetyl  derivatives  of  sidfapyridine  an 
sulfathiazole,  and  that  sulfadiazine  is  nc 
conjugated  to  the  same  extent  as  sulf: 
pyridine. 

The  blood  concentration  resulting  froil 
given  doses  of  sulfadiazine  was  about 
times  as  high  in  monkeys  as  the  concei 
tration  resulting  from  similar  doses  c 
sulfapyridine.  Mice  showed  blood  coi 
centrations  4 to  5 times  as  high  wit 
sulfadiazine  as  with  sulfanilamide,  sulff 
pyridine,  or  sulfathiazole  at  the  same  dru 
intakes.  In  the  dog,  the  absorption  o 
sulfadiazine,  following  a single  dose,  wa 
not  markedly  different  from  that  of  sulfa 
pyridine.  Rabbits  showed  a great  deal  o 
individual  variation. 

The  absorption  of  sulfadiazine  by  mic 
is  rapid  and  concentrations  of  the  dru; 
are  maintained  for  more  than  24  hours 
The  peak  of  absorption  by  some  monkey 
was  not  reached  until  4 or  more  hours  an* 
the  blood  stream  contained  the  drug  3( 
hours  after  the  dose.  Sulfadiazine  has  : 
high  therapeutic  activity  in  experimenta 
pneumococcal,  streptococcal,  and  staphyl 
ococcal  infections  of  mice. 


Is  there  a correlation  between  the 
clinical  course  and  curability  of  gon- 
orrhea and  the  A-,  C-,  and  D-strains? 

H.  Neumann  and  J.  Altmeyer.  Der- 
mat.  Wchnschr.,  Leipzig,  111:  706- 
709,  Aug.  17,  1940. 


In  order  to  determine  whether  there  is 
a correlation  between  the  clinical  course 
and  curability  of  gonorrhea  and  the  3 dif- 
ferent strains  of  gonococci,  the  cases 
treated  exclusively  with  silver  prepara- 
tions during  the  years  1935  and  1936  were 
reviewed.  This  group  consisted  of  155 
men  (111  with  A,  32  with  C,  and  12  with 
D gonococci)  and  344  women  (216  with  A, 
90  with  0,  and  38  with  D gonococci).  In 
the  group  of  men  it  was  observed  that  16 
percent  more  of  the  A and  C patients 
remained  free  from  complications  and  re- 
currences than  the  D patients.  When  the 
course  of  the  disease  was  prolonged,  it 
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is  more  commonly  due  to  complications 
he  A and  C patients  and  to  recurrences 
4he  D patients.  The  complement  fixa- 
:i  reaction  for  gonorrhea  was  positive 
i!7  percent  of  the  A and  C male  patients 
si  was  negative  in  all  12  of  the  D male 
ients,  in  spite  of  the  fact  that  3 of  the 
:er  had  complications. 

Jso  among  the  women  the  percentage 
'Cures  was  higher  (7  percent)  in  the 
nd  C patients  than  in  the  D patients. 
?re  were  no  other  essential  differences, 
rever. 

n a group  of  86  patients  treated  with 
‘onamides  it  was  observed  that  the  D 
ients  showed  the  best  response  to 
ntment.  This  good  effect  of  sulfona- 
lles  in  D patients  is  assumed  to  be  due 
(special  antigenic  properties  of  the  D 
I ococci. 


s influence  of  dietary  protein  on  the 
ixicity  of  sulfanilamide.  M.  I.  Smith, 
D.  Lillie  and  E.  F.  Stohlman.  Pub. 
lealth  Rep.,  Washington,  56:  24-29, 
'an.  3,  1941. 


fter  the  authors’  work  showing  that 
chronic  toxicity  of  ingested  selenium 
5 greatly  influenced  by  dietary  protein, 
I7  became  interested  in  determining 
^ther  a similar  relationship  might  not 
S;t  with  reference  to  subacute  or  chronic 
t >xication  with  sulfanilamide.  Ex- 
i»  mental  work,  therefore,  on  albino  rats 
r>  carried  out. 

Rt  was  found  that  a low  protein  diet 
^uercent)  increased  the  susceptibility  of 
to  orally  administered  sulfanilamide 
C increasing  the  mortality  rate  and  the 
idenee  of  anemia  as  compared  with 
iilarly  treated  rats  on  a diet  contain- 
n 30  percent  protein.  Supplementing 
t low  protein  diet  with  cystine  to  the 
e l contained  in  the  30  percent  protein 
B had  no  effect,  while  a similar  supple- 
0 it  of  cystine  plus  methionine  decreased 
fc  mortality  rate  but  not  the  incidence 
4 anemia.  Examination  of  the  blood 

L . 

* amlamide  levels  suggests  the  possi- 
»i:y  of  greater  retention  of  the  drug 
mimals  on  the  low  protein  diet. 


Histologic  examination  of  the  tissues 
failed  to  reveal  specific  damage  attribut- 
able to  low  protein  sulfanilamide  treat- 
ment. Renal  concretions  and  fatty  meta- 
morphosis of  the  liver  were  observed  in 
animals  on  low  protein  diet  irrespective 
of  sulfanilamide  treatment.  The  former 
appears  to  be  preventable  by  methionine 
but  not  the  latter.  A slight  focal  inter- 
stitial nephritis  was  present  in  about  a 
third  of  the  sulfanilamide-treated  animals 
irx-espective  of  diet. 

Splenic  pigmentation  and  myelosis  were 
most  pronounced  in  the  sulfanilamide- 
treated  animals  on  the  high  protein  diet 
suggesting  increased  activity  of  hemato- 
poietic organs  to  compensate  for  the  blood 
destruction. 

Effects  of  continued  administration  of 
sulfanilamide  on  the  blood.  Arthur 
P.  Richardson.  J.  Pharmacol.  & 
Exper.  Therap.,  Baltimore,  70:  370- 
377,  Dec.  1940. 

Since  damage  to  the  blood  is  one  of 
the  outstanding  complications  accompany- 
ing treatment  of  bacterial  diseases  with 
sulfanilamide  and  its  derivatives,  it 
seemed  important  to  assess  the  drugs  for 
such  toxic  potentiality.  Accordingly 
white  mice  were  fed  a diet  of  powdered 
Purina  Dog  Chow  containing  appropriate 
concentrations  of  sulfanilamide,  and 
studies  were  made. 

The  continued  administration  of  sul- 
fanilamide in  the  diet  to  mice  produced 
a secondary  anemia  resembling  closely 
that  resulting  from  clinical  medication. 
The  anemia  was  characterized  by  reticu- 
locytosis,  increase  in  mean  corpuscular 
volume  of  erythrocytes,  development  of 
Heinz  bodies,  and  marked  deposits  of 
hemosiderin  in  the  spleen,  the  leukocytes 
and  platelets  being  unchanged.  A given 
concentration  of  sulfanilamide  produced 
maximum  blood  changes  within  2 to  4 
weeks,  beyond  which  period  of  time  con- 
tinued administration  of  sulfanilamide 
produced  no  further  anemia.  Splenec- 
tomy had  no  effect  on  the  development 
of  anemia  or  cyanosis. 
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Anticomplementary  action  of  serum  and 

the  Wassermann  reaction.  W.  Hayes 

and  H.  Sachs.  J.  Path.  & Baet.,  Lon- 
don, 51:  455-458,  Nov.  1940. 

Serums  with  anticomplementary  action 
so  strong  as  to  prevent  the  reading  of 
the  Wassermann  reaction  are  seldom  en- 
countered. Jersild  and  Pedersen  (1938) 
have  reported  the  finding  of  only  15  to  20 
serums  with  a distinct  anticomplementary 
action  among  125,000  blood  samples  tested 
yearly  in  the  State  serum  Institute,  Co- 
penhagen. According  to  these  authors 
the  anticomplementary  action  developed 
only  after  heating  at  54  to  55°  C.  and  was 
intensified  on  heating  at  higher  tempera- 
tures. Their  observations  apparently  re- 
late to  nonsyphilitic  serums. 

The  rarity  of  strong  anticomplementary 
serum  action  may,  therefore,  justify  the 
reporting  of  a serum  from  a case  of  ter- 
tiary syphilis  which  showed,  on  repeated 
examinations,  such  marked  activity  after 
inactivation  for  one-half  hour  at  55°  C. 
that  it  was  never  possible  to  read  the 
Wassermann  reaction.  The  Kahn  test  was 
positive  on  each  occasion. 

It  appeared  interesting  from  the  prac- 
tical point  of  view  to  find  out  whether 
the  Wassermann  reaction  might  be  per- 
formed on  this  serum  in  the  unheated 
state.  It  was,  therefore,  examined  be- 
fore and  after  heating  at  55°  and  65°  C. 
It  was  found  that  the  strength  of  the 
Wassermann  reaction  was  decreased  by 
heating  the  serum  at  55°  C.,  although  its 
anticomplementary  action  only  developed 
after  this  treatment.  This  lack  of  paral- 
lelism demonstrates  that  the  anticomple- 
mentary action  and  the  ability  of  the 
serum  to  give  a positive  Wassermann  re- 
action are  quite  independent  of  one  an- 
other. The  Wassermann  reaction  could 
be  carried  out  upon  the  unheated  serum 
since  the  anticomplementary  action  only 
developed  on  heating. 

It  was  also  possible  to  perform  the 
reaction  on  the  heated  serum  by  using 
the  fluid  remaining  after  precipitating  the 
anticomplementary  globulins  with  dilute 
HC1.  Inhibition  of  the  flocculation  reac- 
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tions  and  a distinct  increase  in  precipi 
bility  by  very  dilute  HC1  coincided  w 
the  development  of  anticomplement? 
action  on  heating  the  serum. 

Methods  for  the  isolation  and  cultr 
tion  of  treponemes,  with  special  r 
erence  to  culture  media.  Clara 
Kast  and  John  A.  Kolmer.  Am. 
Syph.,  Gonor.  & Yen.  Dis.,  St.  Lor 
24:  671-683,  Nov.  1940. 

The  successful  cultivation  of  Trep 
ema  pallidum  in  a form  virulent  for  r 
bits  is  still  an  unsolved  problem.  K - 
and  Kolmer,  in  this  paper,  describe  me' 
ods  for  the  successful  isolation  of  T 
ponema  mierodentium  and  Trepone 
macrodentium.  They  describe  the  pr 
aration  of  18  different  media  and  th 
influence  on  the  cultivation  and  m 
phology  of  three  strains  of  Trepone: 
pallidum,  Treponema  mierodentium,  a 
Treponema  macrodentium.  They  he 
that  from  this  work  will  finally  evolve 
method  for  the  cultivation  of  viruh 
Treponema  pallidum. 

The  three  strains  of  Treponema  pa 
dum  used  were  (a)  the  Noguchi  cult: 
(No.  1020)  cultivated  by  Noguchi  in  19 
(b)  the  Nichols-Hough  strain  cultivat 
by  Kast  and  Kolmer  in  1933,  and  (c)  t 
Kroo  culture  furnished  by  Wadsworth 
1933. 

The  Treponema  mierodentium  was  i 
lated  from  material  obtained  from  a ; 
vere  case  of  spirofusillar  gingivitis  (py< 
rhea  alveolaris).  The  Treponer; 
macrodentium  was  isolated  from  a ca 
of  Plaut-Vincent’s  angina  in  1935. 

Treponema  microdentia  is  the  tliinm 
of  the  five  organisms  and  is  very  simii 
in  morphology  to  virulent  Trepone:1 
pallidum  from  human  or  rabbit  lesioi 
Treponema  macrodentium  and  the  Kr' 
strain  of  Treponema  pallidum  are  son; 
what  thicker ; the  former  is  more  flexil 
and  more  actively  motile  than  the  ott 
strains  and  changes  its  curves  more  wh 
motile.  The  Noguchi  strain  has  wid1 
curves  and  grows  into  longer  forms  th 
the  Kroo  strain.  The  curves  of  t 
Nichols-Hough  strains  are  wider  th; 
those  of  the  Noguchi  strain.  Since  ci 
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ited  by  Kast  and  Kolmer  in  1933,  they 
e gradually  become  longer  and  thicker, 
ysteine  broth  with  ascites  fluid  has 
'a  found  the  best  fluid  medium  for  the 
-vth  of  the  Noguchi  and  Nicliols- 
gh  strains.  The  best  semisolid  me- 
n for  the  growth  of  these  strains  has 
coagulated  liver  broth  and  ascites 
Is.  Coagulated  horse  serum  and  heart 
ision  broth  (1:2)  have  proved  best 
maintaining  stock  cultures.  The  cul- 
d characteristics  of  the  Nichols-Hough 
in  are  practically  the  same  as  those 
he  Noguchi  strain. 

he  Kroo  strain  of  Treponema  pallidum 
vs  best  in  media  prepared  with  liver 
h.  Coagulated  liver  media  have  been 
id  best  for  stock  cultures,  in  which 
lorganisms  can  be  preserved  for  about 
ar  at  35°  C. 

he  strain  of  Treponema  mierodentium 
ivs  best  in  a fluid  medium  of  liver 
h ; also  in  neutralized  rabbit  kidney 
in  tubes  of  4.5  cc.  of  heart  infusion 
h plus  0.5  cc.  of  sterile  defibrinated 
»it  blood.  The  best  solid  media  were 
e of  ascites  fluid  plus  neutralized 
iey  agar  and  coagulated  ascites  fluid 
liver  broth.  These  organisms  mul- 
more  rapidly  than  any  of  the  other 
cultures  of  treponemes,  giving  good 
Ths  in  2 to  5 days  and  showing  the 
motility  at  35°  C.  Stock  cultures 
be  maintained  for  several  months  at 
,|i  temperature  in  media  of  neutralized 
ey  broth  or  agar. 

I’eponema  macrodentium  did  not  grow 
in  pure  culture  in  a fluid  medium 
a first  isolated,  but  now  it  grows  well 
lutralized  kidney  broth,  liver  broth, 
glutathione  broth  containing  sterile 
it  serum.  Morphology  is  best  pre- 
-d  in  neutralized  kidney  broth,  while 
iderable  autoagglutination  occurs  in 
broth  and  more  when  horse  serum 
led  for  enrichment  than  when  ascites 
is  employed.  Neutralized  kidney 
and  coagulated  liver  are  the  best 
isolid  media,  and  stock  cultures  have 
maintained  in  the  former  over  pe- 
■ w;  of  many  months. 
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All  strains  can  be  cultivated  in  an- 
aerobic jars,  but  Kast  and  Kolmer  believe 
that  the  use  of  vaseline  seals  is  more 
convenient.  The  authors  discuss  in  de- 
tail the  preparation  of  the  various  cul- 
ture media. 


PUBLIC  HEALTH 
ADMINISTRATION 


The  American  Neisserian  Medical  So- 
ciety. Address  of  the  president,  1940. 

N.  A.  Nelson.  Am.  J.  Syph.,  Gonor. 

& Ven.  Dis.,  St.  Louis,  25:  1-6,  Jan. 

1941. 

The  author  recommends  that  the  ob- 
jective of  the  American  Neisserian  Medi- 
cal Society  be  stated  as  follows  : “Through 
research,  through  the  practice  of  medi- 
cine, through  public  health  procedure,  and 
through  public  education,  to  exterminate 
the  gonococcus.” 

It  is  necessary  to  prove  that  the  smear, 
as  a diagnostic  procedure,  is  worth  only 
what  it  positively  discloses;  that  in  vul- 
vovaginitis in  children  and  in  some  adult 
female  conditions  even  positive  smears 
have  no  final  significance ; and  that  this 
laboratory  procedure  has  little  or  no  nega- 
tive value. 

Culture  of  the  gonococcus  is  still  largely 
experimental  and  confined  to  the  more  ad- 
vanced bacteriologic  laboratories.  A gen- 
erally acceptable  and  universally  work- 
able standard  culture  medium  has  not 
yet  been  developed.  The  oxydase  test 
must  apparently  be  interpreted  with  res- 
ervations and  supported  by  fermentation 
tests  in  many  cases.  A practical  method 
for  keeping  the  gonococcus  alive  for 
transportation  to  a central  laboratory  has 
not  yet  been  devised.  Hundreds  of  labor- 
atory technicians  must  be  trained  in  the 
culture  of  the  gonococcus ; proficiency  in 
general  bacteriologic  technics  is  not 
enough. 


Ill 


Since  sulfonamide  therapy  has  become 
so  widely  used,  criteria  of  cure  which  do 
not  include  cultures  are  apparently  worth- 
less. Without  cultures,  therefore,  it  is  im- 
possible to  evaluate  these  new  drugs.  It 
is  already  becoming  apparent,  where  cul- 
tural studies  have  been  made,  that  sulf- 
anilamide is  far  less  effective  as  a cure 
for  gonococcal  infection  than  it  was  at 
first  thought  to  be,  and  that  some  of  the 
newer  drugs,  such  as  sulfapyridine  and 
sulfathiazole,  are  considerably  more  effi- 
cient. Should  sulfanilamide  be  abandoned 
in  favor  of  the  newer  drugs?  Have  any 
of  these  drugs  been  so  fully  evaluated  that 
exact  advice  can  be  offered  as  to  their 
relative  usefulness? 

The  author  believes  there  should  be 
three  qualities  of  membership  in  the 
American  Neisserian  Medical  Society,  as 
follows : 

1.  Those  who  are  so  situated  and  so 
inclined  that  they  may  do  scientific  and 
clinical  research.  They  should  make  orig- 
inal investigations,  report  their  findings, 
act  as  a guide  in  the  stimulation  of  others 
to  research,  and  advise  concerning  the 
practical  application  of  their  findings. 
They  are  the  “pullers”  of  the  load. 

2.  Those  who  can  apply  the  results  of 
research.  They  should  repeat  and 
either  confirm  or  refute  the  results  of 
those  who  have  made  the  original  obser- 
vations. They  should  help  to  determine 
whether  the  results  of  research  have  prac- 
tical applications.  They  should  suggest 
(he  directions  which  further  research 
should  take.  These  may  be  called  the 
“pushers”  of  the  load. 

3.  Those  who  are  so  situated  that  they 
can  do  neither  of  these  things  but  who 
are  rich  in  practical  experience  and  who 
are  able  to  give  encouragement  and  prac- 
tical counsel.  They  may  be  called  the 
counsellors  and  the  cheer  leaders  of  the 
Society. 

The  author  suggests  to  the  members 
of  the  Society : “If  you  can’t  pull,  push ! 
If  you  can’t  push,  advise  or  cheer!  If 
you  can  neither  pull  nor  push,  advise  nor 
cheer,  get  out  of  the  way !” 


“A  contribution  to  the  enlightenmen|  ® 
the  frequency  of  syphilis  among  wj  a; 
able  officers  and  crews  of  the  Da 
mercantile  marine.”  F.  Reym  «1 
Acta  dermat.  venereol.,  Stockholm  L 
667-673,  Nov.  1&40. 


The  author  made  a study  of  the  rec 
of  837  men  in  the  employ  of  a D: 
steamship  company.  Among  thes' 
found  historical  evidence  of  syphiliti1  ; 
fection  in  13.2  percent.  He  compares 
incidence  with  the  incidence  of  4 pe 
found  in  the  surgical  ward  of  a G 
bagen  hospital  and  that  of  13  pe 
found  in  a ward  of  another  hospita  1 
chronic  diseases.  Male  adults  ov( 
years  of  age  were  selected  for  exai 
tion  in  both  of  these  hospitals.  Howl 
he  excludes  the  cabin  boys  and  a! 
others  in  obtaining  the  incidence  oi  : 
percent  for  the  seamen.  If  this  j 
is  included,  the  incidence  is  11.8  per 

The  incidence  of  syphilis  among  c 
ent  groups  of  workers  on  the  ship 
as  follows:  Stokers,  greasers,  and 
mers,  27.3  percent ; stewards  and  < 

13.8  percent ; engine  officers  12.2  per 
deck  officers  10.2  percent,  and  deck  1 

7.8  percent.  He  attributes  the  com 
tively  low  incidence  among  deck  har 
their  being  much  younger  (many  of 
under  20  years  of  age)  and  to  their 
period  of  service.  One  fifth  of  the  0 
group  of  those  who  had  been  inf] 
with  syphilis  had  received  their  infci 
befoi’e  the  age  of  20  years  and  more 
one  half  of  them  before  the  age  ■, 
years. 

The  author  points  these  findings  ci 
being  a problem  for  the  Danish  me 
authorities  and  advises  that  step 
taken  to  make  adequate  treatment  I 
ble  for  merchant  seamen,  regardle 
the  difficulties. 

30,000  individual  kits  being  preparel 

blood  tests  for  drafted  men. 

gan  Pub.  Health,  Lansing,  28  ( 

Nov.  1940. 


Individual  kits  are  being  supplii 
the  Michigan  Department  of  Heal 
draft-board  physicians  for  taking 
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licimens  of  men  called  for  physical  ex- 
liination.  These  kits,  sterile  and  sealed, 
b designed  for  ease  and  speed  in  taking 
jiod  specimens. 

The  4-gram  vial,  antitoxin  needle  of 
. 21  gauge,  and  self-sealing  gum  stop- 
' make  up  the  specimen  kit.  The  phy- 
jian  plunges  the  short  end  of  the  needle 
cough  the  stopper  and  the  vial  thus 
j:omes  a handle  for  inserting  the  needle 
the  vein.  A short  rubber  tube  with  a 
uthpiece  is  connected  with  an  ordinary 
podermic  needle  to  the  vial  and  by 
:tion  the  physician  produces  a vacuum, 

; blood  flowing  into  the  vial.  The  suc- 
n needle  is  above  the  other  needle  so 
contamination  can  result.  When  the 
icimen  has  been  taken  the  needles  are 
led  out  of  the  gum  stopper,  which  im- 
diately  seals  itself.  An  identification 
nk  is  fastened  around  the  vial.  Two 
Is  are  packed  in  one  mailing  tube, 
fhe  specimen  kits  are  being  assembled 
a very  low  cost.  Exclusive  of  the 
|000  kits  being  made  up,  1,000  suction 
>es  with  cotton  protector  and  needle 
mections  are  being  prepared, 
fhe  laboratory  is  planning  two  shifts 
laboratory  technicians  to  take  care  of 
> extra  load  anticipated, 
dicroscopic  examinations  for  gonor- 
?a  will  also  be  done  if  requested  by 
unining  physicians. 

ntrol  of  venereal  diseases  in  Cali- 
orriia:  Cooperation  of  druggists.  Cal- 
ornia  and  West.  Med.,  San  Francisco, 
3 : 306,  Dec.  1940. 

ilooperation  of  druggists  is  proving  a 
ftl  factor  in  the  control  of  venereal  dis- 
es  in  California.  Hundreds  of  patients 
fe  been  referred  to  doctors  and  clinics 
ice  the  State  department  of  public 
Idth  began  its  voluntary  program  of 
I peration. 

Starting  in  Alameda  County  in  Febru- 
1940,  the  program  has  been  completed 
I the  following  counties : Contra  Costa, 
perial,  Nevada,  Sacramento,  San  Diego, 
i Joaquin,  Sonoma,  Sutter,  and  Yuba, 
is  nearing  completion  in  Los  Angeles 
Cinty. 


Pledges  of  cooperation  had  been  made 
by  1,280  druggists  up  to  November  1,  1940. 
Only  11  firms  had  refused  to  sign  the 
pledge  that  they  “will  not  sell  medicines 
for  the  treatment  of  venereal  diseases  ex- 
cept upon  order  of  a physician’s  prescrip- 
tion and  will  refer  all  patients  to  a physi- 
cian or  to  a health  clinic.” 

In  response  to  a questionnaire,  physi- 
cians in  Alameda  County  reported  that 
122  patients  had  been  referred  to  them 
by  druggists  since  the  educational  pro- 
gram was  concluded  there.  The  Oakland 
city  clinic  reported  that  it  had  admitted 
105  patients  referred  by  druggists  during 
the  same  period. 

Applied  common  sense  in  national  de- 
fense. Editorial.  Ray  Lyman  Wilbur. 

J.  Soc.  Ilyg.,  New  York,  26:  430-431, 

Dec.  1940. 

Our  country  takes  on  a new  responsi- 
bility for  the  future  in  its  peacetime  con- 
scription program.  It  must  give  adequate 
protection  to  the  young  men  brought  into 
military  service  from  those  perils  asso- 
ciated with  groups  of  men  away  from 
home  ties  and  accustomed  influences. 
From  time  immemorial  every  collection  of 
soldiers  has  been  sought  out  by  those 
purveying  to  man’s  weaknesses  and  vices. 
Saloonkeepers,  gamblers,  and  prostitutes 
head  the  list.  To  keep  the  men  fit  is  much 
more  than  a moral  question ; for  in  many 
armies  gonorrhea  and  syphilis  have  dam- 
aged more  men  than  have  the  bullets  of 
the  enemy. 

The  American  Social  Hygiene  Associa- 
tion fills  in  where  the  military  authorities 
cannot  act.  It  provides  education  for  the 
recruit  and  for  the  public,  provides  ex- 
perts to  work  with  the  police  and  civilian 
authorities,  and  is  an  agent  of  the  free 
giver  who  wants  to  do  his  share  in  pre- 
venting disease  and  disaster.  At  no  time 
has  the  need  of  emphasis  upon  the  work 
of  the  Association  been  so  important  as 
today,  with  changing  social  customs  and 
standards,  with  tens  of  thousands  of 
places  where  alcohol  is  sold,  with  bar- 
maids and  “B”  girls  and  the  easy  associa- 
tion of  the  young  people  of  both  sexes. 
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American  Legion’s  National  Child  Wel- 
fare Division.  C.  B.  Orth.  Pub. 

Health  News,  Phoenix,  No.  176:  1-4, 

Nov.  1940. 

The  American  Legion’s  child  welfare 
program  has  been  built  upon  cooperation 
with  standard  child-caring  and  protective 
agencies.  Its  service  and  aid  is  for  the 
benefit  and  best  welfare  of  the  child  itself, 
and  its  slogan  is  “A  square  deal  for  every 
child.” 

Intelligent  defense  against  disease  is 
a plan  of  national  defense  that  is  beyond 
controversy.  The  American  Legion  is  in- 
terested in  national  defense  and  in  the 
future  citizens  of  the  country.  Good 
health  is  a child’s  best  assurance  of  be- 
coming a desirable  adult  citizen. 

The  attack  upon  disease  is  broken  down 
into  assaults  upon  each  infectious  disease. 
The  objective  for  the  attack  upon  syphilis 
is : No  baby  born  in  the  United  States  with 
syphilis  by  1945  and  a complete  eradi- 
cation of  the  disease  in  two  generations. 
This  is  to  be  accomplished  by  (a)  pre- 
marital examinations,  (b)  blood  tests 
early  in  every  pregnancy,  (c)  treatment 
facilities  available  to  all,  (d)  education 
as  to  the  necessity  of  continued  treatment 
for  all  syphilitic  expectant  mothers,  (e) 
laboratory  services  available  for  all  phy- 
sicians, (f)  reporting  all  new  cases,  (g) 
free  distribution  of  drugs  and  free  treat- 
ment for  the  indigent,  (h)  tracing  and 
isolation  of  infectious,  noncooperative 
cases,  (i)  making  provision  for  treatment 
and  isolation  (if  necessary)  of  infectious 
transient  cases,  (j)  cooperation  between 
private  physicians  and  public  clinics,  (k) 
continuing  the  educational  program 
among  medical  and  lay  groups,  (1)  devel- 
oping and  popularizing  a minimum  stand- 
ard of  treatment  for  all  food  handlers, 
persons  associated  with  children,  nurses, 
physicians,  and  midwives,  with  prohibi- 
tion of  any  found  infected  from  con- 
tinuing in  that  capacity  until  treatment 
is  accepted. 
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Missouri  gonorrhea  control  progrji 

J.  Missouri  M.  A.,  St.  Louis,  38:  i . 

Jan.  1941. 

In  cooperation  with  the  U.  S.  Puji 
Health  Service,  the  State  Board  of  He: 
of  Missouri  and  the  Committee  on  Con  \ 
of  Venereal  Disease  of  the  Missouri  S t 
Medical  Association  have  deemed  it  i • 
visable  to  make  sulfathiazole  avail: 
for  the  treatment  of  patients  suffer!  ‘ 
from  gonorrhea.  This  chemotherape 
drug  seems  to  give  a high  percentage] 
cures  and  has  a relatively  low  toxic 
It  will  be  made  available  on  the  s: 
basis  as  is  now  being  used  to  pro1 
treatment  for  syphilis. 

Sulfathiazole  will  be  distributed  to 
vate  physicians  by  full  time  county! 
district  health  officers  on  the  receipt 
venereal  disease  report  forms  repon 
cases  of  gonorrhea  and  requesting  dr 
for  treatment.  The  plan  of  treatmen 
as  follows : Oral  administration  of 
grains  of  sulfathiazole  four  times  a 
(60  grains  a day)  for  a period  of  5 s 
cessive  days.  A second  course  of  drug 
not  advised  in  event  of  failure. 

To  facilitate  the  diagnosis  in  all  cs 
of  gonorrhea  suspected  or  reported  by 
physician,  urethral  or  cervical  sme 
must  be  made  and  sent  to  the  State  bo 
of  health  laboratory  or  other  appro  I 
laboratories.  The  physicians  of  Misso 
are  urged  to  report  all  cases  of  gonorrlt 
coming  to  their  attention  in  their  pi- 
tices. 

Because  the  State  board  of  health! 
financially  accountable  for  all  drugs  p 
chased  through  their  facilities  with  St 
and  Federal  funds,  a treatment  record  i 
a special  form  must  be  kept  in  all  cai 
in  which  drugs  are  furnished  by  the  St 1 
board  of  health.  These  records  are  to > 
sent  to  the  district  or  full-time  coui! 
health  officers  at  the  completion  of  ' 
treatment,  or  within  90  days,  with  a no 
tlon  of  the  outcome  of  the  case. 

All  possible  means  should  be  used 
make  an  epidemiologic  study  of  each  c: 
with  an  effort  to  trace  all  sexual  conta 
and  get  all  new  cases  under  treatme 
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e facilities  of  district  and  full-time 

mty  health  officers  and  their  nursing 

ffs  will  be  available  to  assist  the  physi- 

a if  he  desires  this  service.  He  is 

':ed  to  make  full  use  of  these  facilities. 

natal  blood  tests  for  syphilis.  John 

lall.  Pub.  Health  News,  Trenton,  24: 

1 78-181,  Dec.  1940. 

I 

teports  from  approved  laboratories 
w that  at  least  48,800  prenatal  tests 

syphilis  were  made  in  New  Jersey 
compliance  with  the  prenatal  examina- 
l law  during  the  year  beginning  July 
9.  Slightly  over  1 percent  of  the  wom- 
tested  showed  positive  results,  which 
lid  indicate  that  about  600  of  the 
100  babies  born  each  year  have  syphi- 
i mothers. 

'hree  months  after  tests  are  made  a 
n letter  is  sent  to  the  physician.  In 
months  483  such  questionnaires  were 
|t  out,  and  430  (89  percent)  were  an- 
;red.  These  replies  showed  that  of 
i women  who  had  been  tested  34  per- 
t had  been  tested  before  the  fifth  month 
pregnancy,  55  percent  from  the  fifth 
c:he  eighth  month,  and  11  percent  at 
Siear  the  birth  of  the  baby.  Only  24 
•cent  of  the  women  admitted  knowing 
ly  had  syphilis;  23  percent  said  they 
> had  previous  treatment ; 70  percent 
B treatment  after  the  prenatal  tests. 

1 second  questionnaire,  inquiring  about 

I baby’s  condition,  is  sent  out  a month 
flwo.  after  the  time  for  the  termination 
(the  pregnancy.  Facts  from  the  replies 
jcyerning  124  babies  whose  mothers  had 
F tive  blood  tests  are  shown  in  a graph. 
):the  84  mothers  treated  prior  to  the 
It  month,  1.2  percent  of  the  babies  had 
©ailis,  6 percent  died  soon  after  birth, 

II  4.S  percent  were  stillborn.  Of  the  40 
ft  hers  without  such  treatment,  15  per- 
f of  the  babies  had  syphilis,  7.5  percent 
lil  soon  after  birth,  and  17.5  percent 
V'e  stillborn.  That  is,  the  babies  were 
icnal  in  88  percent  of  the  first  group, 
u in  60  percent  of  the  second  group. 

iformation  is  available  from  88  of  a 
trip  of  100  babies  who  were  apparently 
ie'  thy  but  had  not  had  blood  tests  and 
'v,i3  followed  up  by  nurses.  On  38  of 
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these  babies  blood  tests  were  done ; 2 
were  positive.  Mothers  and  doctors 
promised  tests  later  for  19  babies.  Three 
babies  died. 

In  53  prenatal  clinics  in  the  State,  12,- 
228  women  had  their  blood  tested  in  1939, 
and  of  these  only  2.2  percent  gave  positive 
results.  Of  the  5,744  babies  born  to  these 
clinic  cases  only  24  (0.4  percent)  were 
definitely  diagnosed  as  syphilitic. 

The  number  of  cases  of  syphilis  re- 
ported to  the  State  health  department  in 
patients  under  10  years  of  age,  and 
especially  under  1 year  of  age,  is  going 
down  in  spite  of  much  larger  numbers 
reported  in  almost  any  other  age  group. 
1941  venereal  disease  control  program 
in  up-State  New  York  to  stress  co- 
operation with  national  defense  au- 
thorities. News  Digest  of  the  Milbank 
Fund.  (Mimeographed)  v.  7,  no.  4, 
Dec.  1940. 

The  cooperative  campaign  for  the  con- 
trol of  syphilis,  carried  on  by  the  State 
Charities  Aid  Association  and  the  New 
York  State  Department  of  Health  in  up- 
State  New  York,  will  place  special  em- 
phasis during  the  coming  year  on  the 
following  measures:  (1)  To  stimulate 
provision  of  adequate  facilities  for  the 
detection  of  syphilis  and  the  provision  of 
follow-up  service  among  men  called  up  for 
military  training  under  the  Selective 
Service  Act  and  among  their  contacts  and 
sources  of  infection ; (2)  to  stimulate  the 
local  application  of  programs  for  the  ex- 
amination, treatment,  and  health  educa- 
tion of  the  30,000  men  taking  vocational 
courses  in  so-called  “defense  schools”  to 
fit  themselves  for  jobs  in  war  industries ; 
(3)  to  stimulate  and  assist  those  localities 
in  and  near  which  there  are,  or  will  be, 
large  concentrations  of  troops  to  combat 
vice  and  other  objectionable  conditions 
favoring  the  spread  of  the  venereal  dis- 
eases to  the  troops  as  well  as  to  the 
civilian  population;  (4)  to  promote  the 
provision  of  service  for  men  employed 
in  war  industries. 

During  the  past  9 years  this  program, 
to  which  the  Milbank  Fund  has  contrib- 
uted, through  grants  to  the  State  Chari- 
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ties  Aid  Association,  has  been  given  over 
to  arousing,  sustaining,  and  increasing 
citizen  interest  in  the  support  of  suitable 
programs  for  the  control  of  venereal 
diseases. 

North  Carolina’s  anti-syphilitic  pro- 
gram. Carl  V.  Reynolds.  Health 

Bull.,  Raleigh,  55:  7-10,  Dec.  1940. 

The  North  Carolina  State  Board  of 
Health  undertook  making  a serologic  sur- 
vey to  determine  the  incidence  of  syphilis 
among  the  448,555  young  men  who  regis- 
tered for  the  draft  on  October  16.  The 
submission  to  these  tests  was  purely  vol- 
untary. So  many  registrants  took  the 
test  that  before  noon  on  registration  day 
many  of  the  counties  had  to  be  sent  more 
tubes  in  which  to  submit  samples  of  blood. 
Within  a week  after  registration  more 
than  100,000  blood  samples  had  been  sent 
to  the  State  laboratory.  In  one  county, 
98.8  percent  of  the  young  men  who  regis- 
tered presented  themselves  for  examina- 
tion ; in  another  county,  92.66  percent. 
The  effects  of  this  survey  will  reach  far 
beyond  benefiting  only  those  men  who 
are  drafted. 

For  several  years  this  State  has  been 
engaged  in  a definite  program  looking 
toward  the  eradication  of  venereal  dis- 
eases. During  the  biennium  1928-1930, 
there  were  only  8,542  cases  of  syphilis 
reported  to  the  State  board  of  health, 
and  119,860  Wassermann  tests  were  run 
in  the  laboratory.  When  these  figures 
are  contrasted  with  those  for  the  4-year 
period  1936-1939,  wdien  131,984  cases  were 
reported  and  1,014,229  serologic  tests  were 
made,  the  progress  that  has  been  made 
is  seen  to  be  striking.  The  number  of 
treatments  given  in  supervised  clinics  in- 
creased from  119,581  in  1936  to  814,825 
in  1939. 

In  1939  a survey  made  of  9,533  prison- 
ers in  80  camps  throughout  the  State 
showed  that  2,229  individuals  reacted 
positively  to  serologic  tests,  or  23.3  per- 
cent of  the  total  prison  population  sur- 
veyed. Because  of  the  enlightened  public 
consciousness,  the  passage  of  a premarital 
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and  of  a prenatal  examination  law  1 
secured  in  1939. 

Commercialized  prostitution  and  v«i 
real-disease  control.  The  results) 
suppression  of  commercialized  prcj 
tution  on  venereal  disease  in  i 
city  of  Vancouver.  Donald  H.  1 
liams.  Canad.  Pub.  Health  J.,  ! 
ronto,  31:  461-472,  Oct.  1940. 

The  author  states  that  professb; 
prostitutes  exploited  illegally  in  comii  ; 
cialized  prostitution  in  the  city  of  l| 
couver  are  highly  infected  with  venei 
disease.  In  that  city  commercial  i 
prostitution  has  been  a prolific  sourc  l 
venereal  infection.  However,  the  effed 
enforcement  of  sections  of  the  crim 
code  directed  against  commercial 
prostitution  has  reduced  venereal  disc 
in  the  male  population  of  the  city. 

Prior  to  the  institution  of  a polic: 
effective  law  enforcement,  of  358  ri 
patients  admitted  to  the  Vancouver  cl 
suffering  from  gonorrhea,  88  (24.6 
cent)  named  professional  prostitutes 
illegally  operating  bawdyhouses  as 
source  of  their  infections.  The  male 
entele  of  the  clinic  consists  largely 
indigents,  relief  recipients,  and  a fev 
the  lower-wage  brackets.  Among  path 
in  a better  financial  position  the  incidc 
of  infection  from  bawdyhouses  wc 
probably  be  higher. 

From  a median  monthly  level  of  2 
patients  with  venereal  disease  treatec 
the  Vancouver  clinic  during  a perioc 
13  months  before  suppression,  the  1< 
dropped  precipitously  to  193.0  durin 
period  of  15  months  after  suppressio 
a reduction  of  one-third.  Before  supp 
sion,  professional  prostitution  accour 
for  at  least  24.6  percent  of  gonorrhe: 
men  treated  at  the  Vancouver  clinic ; a 
suppression,  for  only  12  percent. 

It  is  the  duty  of  the  health  departnn  j 
of  Canada  to  create  public  consciousi 
of  the  menace  of  the  bawdyhouse  to  I • 
lie  health,  and  to  create  a public  dem  I \ 
for  law  enforcement  which  does  not  s'l 
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harass  in  a superficial  manner  the 
oited  diseased  women,  but  which 
dies  the  madams  and  their  cohorts 
nd  the  scene  with  jail  sentences  and 
vy  fines.  As  long  as  the  exploiters 
make  profits,  so  long  will  commer- 
ced prostitution  last  in  a community 
so  long  will  needless  venereal  disease 
pread.  Suppression  of  prostitution  as 
/ided  for  by  the  criminal  code  of 
ada  and  as  approved  by  health  au- 
ities-  seeks  not  to  wipe  out  prostitu- 
but  to  make  it  inaccessible  and  re- 
: it  to  a man-woman  relationship  free 
1 the  mercenary  participation  in  this 
tionship  of  a third  person, 
the  city  of  Vancouver  a cooperative 
t between  health  and  law-enforce- 
t departments  has  demonstrated  the 
idness  of  the  policy  of  suppression  of 
mercialized  prostitution.  The  public 
th  has  been  improved,  an  unsavory 
tnerce  has  been  reduced ; and  perhaps 
example  has  been  set  for  other 
^unities. 

ireal-disease  control  in  British  Co- 
mbia.  Editorial.  Canad.  Pub. 
lalth  J.,  Toronto,  31:  489,  Oct.  1940. 

le  author  comments  on  an  article  by 
iams  in  this  issue  of  the  Canad.  Pub. 

■ Ith  J.  (pp.  451^72)  in  which  he  dis- 
Jes  commercialized  prostitution  and 
real  disease  control. 

Toronto  the  police  department  has 
nany  years  pursued  a policy  of  abso- 
suppression  of  commercial  prostitu- 
Where  such  a policy  is  not  the  rule, 
ously  the  prostitute  will  be  the  corn- 
et source  of  infection.  The  contacts 
le  individual  prostitute  under  such 

t instances  are  many,  and,  as  most 
:itutes  are  diseased,  their  clients  be- 
; diseased  and  the  venereal  disease 
t rises  proportionately.  Where  a “red 
district  is  closed  and  the  law  is 
tly  enforced,  the  number  of  contacts 
?ases  just  as  the  customers  of  a store 
)pear  if  the  owner  closes  its  doors  or 
fore  burns  down. 


The  presence  of  tolerated  or  legalized 
prostitution  in  a community  has  other 
disastrous  effects.  Moral  standards  are 
lowered,  and  the  total  of  irregular  sex 
relationships,  aside  from  prostitution,  in- 
creases just  as  it  decreases  if  severe 
repressive  legislation  is  instituted  as  a 
result  of  the  development  of  sound  public 
opinion. 

To  anyone  who  has  studied  the  situa- 
tion, arguments  in  favor  of  organized 
prostitution  as  a means  of  controlling 
venereal  disease  are  utterly  futile.  The 
highest  venereal  disease  rates  are  invari- 
ably found  in  those  parts  of  the  world 
where  prostitution  is  legalized  and  segre- 
gated. When  prostitution  as  a business 
is  successfully  attacked,  the  first  step  has 
been  taken  not  only  toward  raising  moral 
standards  and  civic  self-respect,  but  also 
toward  raising  health  standards. 

Causes  of  blindness  in  Minnesota. 

Charles  E.  Stanford.  Minnesota  Med., 

Minneapolis,  24:  1-3,  Jan.  1941. 

In  a group  applying  for  financial  aid 
as  needy  blind  the  factors  responsible  for 
blindness  have  been  studied  to  determine 
how  much  blindness  is  possibly  prevent- 
able or  remedial.  There  were  768  detailed 
records  available  at  the  time  this  study 
was  made.  Only  cases  considered  eligible 
for  aid  from  a visual  standpoint  were 
included.  In  the  group  of  infectious 
diseases  there  were  241  cases,  among 
which  there  were  2 cases  of  gonorrhea, 
37  of  ophthalmia  neonatorum,  10  of  pre- 
natal syphilis,  47  of  acquired  syphilis,  27 
with  a clinical  diagnosis  of  syphilis  (84 
cases  of  syphilis  or  10.9  percent  of  the 
total). 

The  majority  of  those  blind  from  syph- 
ilis are  adults,  affected  in  the  4th  or  5th 
decades.  Early  and  adequate  treatment 
of  primary  syphilis  could  materially  re- 
duce this  number.  Routine  Wassermann 
tests  on  all  expectant  mothers,  and 
prompt  institution  of  treatment  of  all 
mothers  with  positive  reactions  would 
reduce  the  number  blind  from  congenital 
syphilis. 
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he  Biochemistry  of  the  Gonococcus  and  Its  Practical 

Importance 

WOLFGANG  A.  CASPER,  M.  D. 


' THIS  time  when  most  medical  and 
:medical  journals  talk  about  a 90- 
|'cent-cure  of  gonorrhea  by  chemothera- 
;itic  means  so  that  the  problem  of  gono- 
eal  infection  seems  to  be  solved,  any 
ther  comment  on  this  subject  seems 
>erfluous.  Even  if  these  claims  were 
tified,  however,  the  remaining  10  per- 
t and  the  vast  army  of  those  still  ex- 
ed  to  infection  offer  sufficient  problems 
justify  further  research  on  the  biology 
the  gonococcus. 

lecent  advances  in  the  chemotherapy 
,'onoeoecal  infection  have  directed  study 
the  mode  of  action  of  these  therapeu- 
| agents  and  have  diverted  attention 
m the  much  needed  research  on  the 
logy  of  the  gonococcus  and  the  imrnu- 
ogic  effect  of  this  infectious  agent  on 
human  organism. 

'hese  seemingly  theoretical  consider- 
>ns  have  practical  significance.  With- 
tlie  aid  of  so-called  specific  immune 
ies,  for  instance,  sulfanilamide  is  said 
>e  effective  in  only  a small  percentage 
.'arly  cases. 

nd  since  vaccine  therapy  is  postulated 
pthe  method  of  increasing  these  anti- 
ques and  accelerating  their  effective- 
's, the  failure  of  specific  biologic 
I’apy  so  far  is  sufficient  proof  of  our 
; of  understanding  of  the  basic  facts 
kerning  the  gonococcus, 
lthough  research  in  this  direction  has 
kept  up  with  the  progress  made  in 
tjr  infectious  diseases,  recent  work 

r — 

rom  the  Department  of  Urology,  New  York 
nersity  College  of  Medicine,  New  York, 

[pad  at  the  Sixth  Annual  Session  of  the 
nj  rican  Neisserian  Medical  Society,  New 
1;,  N.  Y.,  June  10,  1940. 
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in  biochemistry  is  able  to  give  us  better 
insight  into  the  biologic  characteristics 
of  the  gonococcus  and  a deeper  under- 
standing of  the  pathogenesis  of  gonorrheal 
infection. 

Experiments  on  the  biochemistry  of 
the  gonococcus  conducted  by  us  for  the 
first  time  in  1929  were  patterned  on  in- 
vestigations originally  carried  out  on  the 
antigen  of  the  pneumococcus. 

In  order  to  make  myself  clear  to  the 
nonimmunologists,  I shall  briefly  recapitu- 
late the  milestones  of  research  on  other 
bacteria.  The  conception  of  antigen  in- 
volves two  aspects,  antibody  production 
in  vivo  and  specific  reactivity  in  vitro. 
These  properties  have  been  considered 
inseparable  and  have  been  ascribed  to 
the  protein  molecule.  Avery  and  Heidel- 
berger,  in  1923,  showed  that  the  complex 
antigen  of  the  pneumococcus  can  be  split 
into  two  chemical  substances.  One  of 
these  is  the  chemical  nucleus  of  the 
pneumococcus  cell,  resembling  a nucleo- 
protein  which  was  common  to  all  repre- 
sentatives of  the  species,  virulent  as  well 
as  avirulent.  In  addition  to  this  species- 
specific  protein,  they  were  able  to  isolate 
(but  from  virulent  organisms  only)  a 
polysaccharide  which  was  extremely  spe- 
cific, reacting  only  with  the  homologous 
antiserum.  This  substance  was  found 
to  be  chemically  different  for  each  of 
the  types  investigated. 

According  to  Landsteiner’s  theory  this 
type-specific  carbohydrate  was  considered 
to  be  a “hapten,”  a substance  reacting 
specifically  in  vitro  but  incapable  by  itself 
of  engendering  antibodies  in  vivo. 

Schiemann  and  Casper  in  1927,  how- 
ever, succeeded  in  producing  immunity 
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and,  indeed,  type-specific  protection  in 
mice  by  injecting  the  protein-free  poly- 
saccharide fraction  prepared  by  them. 
Our  carbohydrate  substance  seemed  to  be 
a complete  antigen.  (Biologic  proof  by 
means  of  active  immunization  was  even 
more  sensitive  than  serologic  reaction 
and  showed  the  high  potency  of  minute 
doses  of  these  substances.)  Our  work 
was  confirmed  in  1931  by  Wadsworth  and 
Brown  and  subsequently  led  to  a long 
series  of  investigations  on  the  pneumococ- 
cus among  which  are  the  experiments 
of  Francis  and  Tillet  showing  antibodies 
in  humans  by  the  use  of  specific  carbo- 
hydrates for  skin  tests,  and  finally  the 
attempt  by  Felton  to  protect  a large  series 
of  CCC  workers  against  pneumonia  with 
such  an  antigen. 

Analytic  methods  similar  to  those  em- 
ployed by  us  in  determining  the  antigenic 
structure  of  the  pneumococcus  were  ap- 
plied to  the  gonococcus  group  in  order  to 
ascertain  whether  gonococci  contain  a 
carbohydrate  fraction  and  the  relation- 
ship between  this  carbohydrate  and  type- 
specificity,  virulence,  and  toxicity. 

For  the  pneumococcus  an  internation- 
ally accepted  system  of  nomenclature  has 
existed  for  some  time,  and  the  practical 
application  of  this  fact  can  be  seen  in 
the  different  prognoses  which  it  is  possi- 
ble to  give  in  pneumonia  based  on  various 
types.  In  the  case  of  the  gonococcus  no 
such  system  existed,  and  we  attempted  to 
classify  these  organisms  on  the  basis  of 
comparative  agglutination  tests. 

We  found  two  main  types.  Type  I,  as 
shown  by  Torrey  in  the  United  States 
and  by  Tulloch  in  England,  was  present 
in  the  majority  of  cases  while  two  other 
types  played  a minor  role.  Type-specific 
antiserum  prepared  from  type  II  did  not 
agglutinate  type  I,  and  vice  versa. 

From  each  of  these  serologically  differ- 
ent types  we  succeeded  in  obtaining  pro- 
tein-free carbohydrate  fractions  which 
were  shown  to  be  responsible  for  the 
type-specific  serologic  reaction.  In  addi- 
tion, we  succeeded  in  isolating  from  both 
virulent  and  avirulent  strains  a protein 
which  did  not  react  with  any  of  those 
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antiserums  and  which  displayed  tj 
characteristics. 

The  completely  different  chemical  ? 
stitution  of  both  types  now  supplies  ji 
with  a new  concept  of  virulence  I 
infectiousness  in  gonorrhea. 

Let  us  now  discuss  the  applical 
of  this  new  concept.  As  I stated  beij 
the  type-specific  carbohydrate  can  ■ 
be  obtained  from  virulent  strains, 
cordingly,  gonococci  have  to  be  freshly  j 
lated  from  acute  infections.  We  1 
no  other  means  of  assuring  virulent 
vitro.  One  culture,  after  it  had  1 
transplanted  on  artificial  media  fo 
year,  showed  a considerable  decreasi 
the  quantity  of  carbohydrate  (wl 
could  be  isolated)  and,  at  the  s. 
time,  lost  its  serologic  specificity  so  t 
it  now  reacted  with  antiserums  f i 
other  gonococcus  types.  Similarly,  g< 
cocci  cultured  from  chronic  cases  alv 
show  these  overlapping  reactions 
cannot  be  classified  in  either  of  the  fi 
groups.  Nor  can  one  prepare  any  m 
urable  amount  of  carbohydrate  f 
such  organisms.  There  is,  apparer 
a close  relationship  between  the  ca 
hydrate  content  and  the  virulence 
gonococci. 

Degenerative  changes  appear  with 
aging  of  gonococci  which,  as  I sho1 
at  the  Third  International  Congress 
Microbiology  in  1939,  act  not  only 
their  chemical  constitution,  but  also 
their  cultural  and  morphologic  chai 
teristics.  The  gonococcus,  when  ne 
isolated  from  acute  infection  and  grc 
on  special  media,  forms  translucent  c 
nies  with  papillae  and  dentate  marg 
On  aging,  these  characteristics  are  1 
and  the  colonies  become  whitish  i 
smooth.  Even  the  morphology  of  th 
organisms  may  change  from  diploci 
to  large  single  cells. 

I might  state  here  that  between 
extremes  of  Barbellion,  who  does 
recognize  any  morphologic  variants,  i 
the  gram-positive  staphylococcus  - 1 
forms  of  Ash  and  Raven  there  are  vai 
tions  which  one  can  prove  to  be  gonoco 
These  changed  forms  can  be  reverted 
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ir  original  characteristics.  In  the  liv- 
tissues  they  are  seen  very  rarely  be- 
ise  it  is  extremely  difficult  to  differ- 
iate  them  from  other  bacteria,  but  they 
exist. 

'he  practical  value  of  these  studies 
omes  evident  in  investigations  such  as 
se  which  I conducted  with  Studdiford 
l Scadron  on  chronic  adnexal  diseases 
vomen.  The  conception  of  the  Amer- 
1 gynecologist  is  that  chronic  recur- 
t adnexitis  does  not  serve  as  a focus 
infection  because  gonococci  die  in 
;ed  body  cavities.  We  were  able,  how- 
r,  to  cultivate  gonococci  (living  under 
erobic  conditions)  from  tubes  and 
ries  showing  no  pathologic  signs  of  in- 
imation  in  60  percent  of  the  operated 
;s,  even  as  long  as  10  years  after  the 
te  onset  of  the  infection.  Such  a sur- 
ng  focus,  of  course,  remains  a con- 
it danger  for  further  spread  of  infec- 
. Some  of  these  cultures  showed  the 
phologic  variations  previously  men- 
ed  on  their  first  transplants,  but  could 
■everted  later  to  characteristic  diplo- 
us  forms. 

re  know  then  that  a correlation  exists 
reen  degenerative  changes  in  the 
icoccus  cell  and  the  symptomless  car- 
state  of  the  individual.  Just  as  the 
icoccus  undergoes  degenerative 
lges  after  transplantation  from  the 
ited  individual  to  artificial  media,  as 
rved  in  colony  formation  and  loss  of 
-specific  reactivity,  so,  also,  does  the 
hcoccus  by  adaptation  to  the  human 
bes  undergo  a similar  process  by 
lual  changes  in  its  chemical  constitu- 

[ 

1st  as  a degenerating  strain  may 
I rgo  reversion  and  regain  its  original 
iihology  and  type-specific  serologic 
Irivity,  so  may  the  gonococcus  in  the 
|g  tissues  under  certain  conditions, 

■ as  additional  blood  supply  during 
estruation,  regain  its  type-specific  car- 
Sdrate  and  its  virulence  and  thus  ex- 
a.  the  exacerbations  in  symptom-free 
r ers. 

■ serrations  on  other  bacterial  patho- 
■r  support  our  opinion  that  an  essential 
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relationship  exists  between  carbohydrate 
content  and  the  capacity  of  the  organisms 
to  produce  disease. 

Not  only  have  the  carbohydrates  af- 
forded us  a better  understanding  of  the 
pathogenesis  of  the  disease,  but  they  have 
proved  to  be  of  considerable  diagnostic 
importance. 

Biologic  skin  tests  with  the  carbohy- 
drate of  the  gonococcus,  like  those  with 
the  pneumococcus,  are  effective  with  mi- 
nute doses — 8/1,000  of  a milligram  of  puri- 
fied carbohydrate  injected  into  the  skin 
of  infected  individuals  provided  not  only 
diagnostic  skin  reactions,  detecting  infec- 
tion when  bacteria  could  no  longer  be 
found,  but  also  aided  in  determining  the 
type  of  gonococcus  responsible  for  the 
infection. 

These  findings  have  been  confirmed  by  a 
number  of  authors  in  different  parts  of  the 
world.  In  1935  Mutermilch  and  Grimberg 
in  France  succeeded  in  preparing  iden- 
tical carbohydrates,  and  Barbellion  and 
Feld,  using  Mutermilch’s  fraction,  found 
the  skin  test  almost  100  percent  specific. 

Pinetti  in  Italy  confirmed  the  presence 
of  the  carbohydrate  fraction  in  1937.  But 
his  skin  tests  were  less  satisfactory  due 
to  the  method  of  preparation  and  the  use 
of  avirulent  unclassified  strains. 

On  the  other  hand,  the  bacterial  antigen 
is  naturally  much  more  complex  in  its 
chemical  constitution  than  has  been  indi- 
cated. Boor  and  Miller,  for  instance,  re- 
ported their  isolation  of  a somatic  carbo- 
hydrate from  gonococci.  The  substance 
was  protein-free,  but  closely  related  to  the 
protein-free  fractions  of  meningococci  and 
Micrococcus  catarrhalis  and  even  to  type 
III  pneumococci.  They  explain  the  cross 
reactions  with  the  pneumococcus  anti- 
serums. How  much  less  can  it  be  brought 
into  accordance  with  our  findings  that 
even  the  carbohydrates  of  type  I and  type 
II  gonococci  did  not  show  any  serologic 
cross  reaction  and  were  even  chemically 
different?  As  I pointed  out  previously, 
there  may  be  a species-specific  carbohy- 
drate, like  the  one  Rake  and  Scherp  de- 
scribed in  meningococci,  since  the  gono- 
coccus is  a complex  organism.  Their 

121 


work,  accordingly,  as  might  seem  from 
the  paper  read  at  the  last  meeting  of  this 
society  at  Milwaukee,  does  not  disprove 
the  existence  of  the  type-specific  carbo- 
hydrate. 

The  existence  of  a polysaccharide  giving 
diagnostic  skin  reactions  was  again  con- 
firmed last  year  by  Rossett.  But  he  ob- 
tained the  carbohydrate  fraction  from 
gonococcus  toxic  bouillon  filtrates  in  the 
form  of  Corbus-Ferry  filtrate. 

So-called  toxic  filtrates  have  been  re- 
jected for  therapeutic  purposes.  If  it 
were  possible  to  produce  antitoxic  anti- 
bodies, it  would  be  much  more  advisable 
(as  Her rold  suggested  in  1925)  to  supply 
the  infected  individual  with  such  an  anti- 
toxin. Herrold,  indeed,  did  obtain  toxic 
skin  reactions  (as  manifested  by  a blanch- 
ing phenomenon)  with  such  filtrates. 
Corbus,  on  the  other  hand,  states  that  he 
produced  allergic  skin  reactions  with  his 
toxic  filtrates.  Specific  allergic  reactions 
cannot  be  expected,  however,  if  one  is 
dealing  with  an  ectotoxin  in  the  sense 
Ferry  wants  it  understood. 

There  can  be  no  doubt  that  the  sub- 
stance with  which  Rossett  is  dealing  is 
the  polysaccharide  fraction  and  that  the 
skin  reactions  produced  with  this  sub- 
stance in  gonorrheal  infections  are  due 
to  this  carbohydrate  fraction.  He  did 
prepare  it  from  a bouillon  filtrate,  but 
it  was  not  the  toxic  Corbus-Ferry 
principle. 

As  our  knowledge  progresses  we  should, 
therefore,  be  careful  not  to  use  any  more 
biologically  undefined  or  chemically  un- 
refined material  for  diagnosis  or  therapy. 

The  recognition  of  the  complex  chemical 
structure  of  the  gonococcus  now  supplies 
us  with  an  explanation  of  the  unsatis- 
factory results  obtained  in  diagnostic  skin 
tests  with  whole  bacteria,  commercial 
vaccines,  or  filtrates  and  shows  that  with 
these  procedures  we  were  only  using  non- 
specific proteins. 

It  is  the  protein  in  the  complex  bac- 
terial cell  which  contains  the  toxic  com- 
ponent of  the  gonococcus  antigen  and 
which  is  largely  responsible  for  the  non- 
specific serologic  and  biologic  reactions. 
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As  little  as  8/10,000  of  a milligram 
the  purified  protein  can  elicite  skin  re: 
tions  in  normal  individuals.  It  woi 
appear  that  the  biologic  test  is  much  m< 
delicate  for  the  detection  of  protein  th 
our  chemical  tests,  since  any  mini 
amount  of  protein  still  adherent  to  t 
carbohydrate  would  manifest  itself  in  ( 
control  skin  test.  The  chemical  sepa: 
tion  and  the  production  of  the  speci 
effective  principle  is  not  easy,  but  it  p 
sents  the  gist  of  the  whole  problem. 

Thus,  it  is  seen  that  it  is  of  more  tb 
theoretical  interest  to  the  bacteriolog 
that  the  gain  or  loss  of  this  carbohydr; 
portion  in  the  complex  structure  of  \ 
gonococcus  cell  has  a vital  influence  ui 
degenerative  changes  in  colony  fora 
tion,  loss  of  serologic  elassifiability,  a 
even  changes  in  morphology  of  the  dip 
coccus.  By  adaptation  of  the  gonoc 
cus  to  human  tissues  the  same  mechani 
may  explain  the  pathogenesis  of 
symptomless  carrier  state  and  the  m 
tery  of  the  repeated  flareups  withe  I 
reinfection. 

In  summary,  the  study  of  the  biolo; 
and  chemical  characteristics,  with  p; 
ticular  emphasis  on  the  antigenic  cap: 
ities  of  the  type-specific  carbohydra 
has  given  us  a definite  type-specific  di: 
nostie  test  in  gonococcal  infections.  Wi 
the  knowledge  of  the  part  the  prote 
plays  in  skin  testing,  it  has  explain 
why  all  our  former  efforts  at  speci 
diagnosis  had  to  fail.  With  the  aid 
the  carbohydrate  fraction,  correlatic 
could  be  made  by  skin  testing  betwe 
skin  reactivity,  the  clinical  status  of  t 
patient  and  his  response  to  thera] 
This  test  is  especially  valuable  in  syn 
tomless  carrier  cases  when  even  the  ci 
ture  method  deserts  us.  As  this  ti 
serves  to.  determine  the  type  with  wbi 
the  patient  is  infected,  it  gives  us 
constant  antigen  for  serologic  testii 
The  introduction  of  an  internationa 
recognized  classification  would  be  an  s 
in  epidemiologic  studies. 

In  order  to  determine  definitf 
whether  this  fraction  has  the  antiget 
capacity  to  render  protection,  large  set 
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;periments  similar  to  those  which  have 
■en  done  with  pneumococci  have  to  be 
stituted.  Where  pneumonia  will  strike, 
e can  hardly  foresee.  But  we  could 
ntrol  potential  gonorrheal  infections  in 
^ew  of  their  predominance  in  groups  of 
|i-tain  social  standing. 

Gonoccocal  infection  is  not  a solved 
oblem,  even  with  the  new  therapeutic 
scoveries.  It  is  the  therapy-refractory 
se,  the  number  of  which  is  larger  than 
iticipated,  and  the  symptom-free  car- 
51'  which  remain  a public  health  prob- 
n.  Just  as  we  could  not  treat  malaria, 
spite  of  our  knowledge  of  quinine,  if 
5 did  not  know  the  life-cycle  of  the 
irasite,  so  do  we  need  extensive  studies 
< the  antigenic  structure  of  the  gonococ- 
|s  and  its  effect  on  the  human  organism 
t give  us  a thorough  knowledge  of  gono- 
(ucal  infection  and  lead  the  way  towards 
i prevention. 
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'itie  Effect  of  Sodium  Thiosulfate  on  Excretion  of  Arsenic 
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lervice. 


fciINCE  ITS  introduction  in  1920  as  an 
a idote  for  arsenical  poisoning,  sodium 
I'osulfate  has  been  subjected  to  numer- 
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ous  investigations  to  determine  its 
pharmacologic  action  and  therapeutic  ef- 
ficacy. Even  after  a score  of  years  a 
controversy  still  exists  in  regard  to  its 
action.  A moderate  amount  of  experi- 
mental work  has  been  conducted  and  yet, 
surprisingly  enough,  not  as  much  as  one 
would  expect  considering  the  importance 
of  the  problem  and  universal  use  of  this 
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compound.  The  rationale  for  its  clinical 
use  has  been  based  primarily  on  the 
premise  that  it  will  mobilize  arsenic  stored 
in  the  tissues  and  organs  of  the  body 
and  facilitate  its  excretion.  For  the  most 
part  the  experimental  studies  have  been 
designed  to  verify  this  supposition.  Can- 
non ( 1 ),  Kuhn  and  Reese  (2),  Groehl 
and  Myers  (3),  Ayers  and  Anderson  (4) 
all  felt  that  they  satisfactorily  demon- 
strated that  administration  of  sodium 
thiosulfate  increased  the  arsenic  content 
of  urine  in  man  and  the  experimental 
animal.  On  the  other  hand,  studies  con- 
ducted by  Young  (5),  Oppenheim  and 
Fantl  (6),  and  Mattice  and  Weisman  (7) 
led  them  to  believe  that  sodium  thio- 
sulfate did  not  appreciably  increase 
arsenic  excretion  in  the  urine. 

Further  expression  of  the  dilemma  can 
be  found  in  certain  textbooks  on  syphil- 
ology  (8)  and  pharmacology  (9).  One  au- 
thority (8)  is  inclined  to  ascribe  the  dis- 
parity between  laboratory  data  to  the 
faults  and  difficulties  entailed  in  the  tech- 
nic of  arsenic  analysis.  In  addition  to 
this  fact,  it  occurred  to  us  that  another 
shortcoming  of  the  few  reports  where 
human  subjects  were  used  for  study  was 
that  the  material  was  not  as  appropriate 
as  it  might  have  been.  That  is,  the  test 
cases  cited  were  equivocally  those  of 
arsenic  poisoning,  and  the  extent,  source, 
and  interval  of  time  since  last  exposure 
were  not  specified.  We  believe  that  this 
type  of  case  is  not  the  best  material  to 
prove  the  issue,  as  minimal  quantities  of 
arsenic  are  difficult  to  evaluate  and  may 
be  normal  values.  Furthermore,  it  has 
been  demonstrated  by  Voegtlin  (10)  and 
Bulmer  (11),  and  many  others  that  the 
major  avenue  of  excretion  of  arsenic  from 
the  body  is  the  bile  and,  therefore,  the  in- 
testinal tract.  The  work  of  Appel  and 
Jankelson  (12)  suggested  that  the  main 
effect  of  sodium  thiosulfate  was  its  cho- 
legogic  action,  that  it  accelerated  the  ex- 
cretion from  the  main  storage  depot,  the 
liver.  Owing  to  these  criticisms,  we  felt 
that  a reappraisal  was  indicated,  and  a 
more  reasonable  approach  to  this  entire 
problem  would  be  to  select  persons  who 
were  known  to  have  large  amounts  of 


arsenic  in  their  tissues  and  to  determ 
the  arsenic  content  of  their  total  exc 
tions,  both  that  which  occurs  in  the  st 
and  urine,  by  a technic  of  analysis 
arsenic  which  has  been  scrupulously  c 
trolled. 


r 
} 1 

O'" 

i)i  -» 

jl 


METHOD 

It  was  our  experience  after  perusal  p: 
Ihe  literature  and  attempts  to  use  st 
eral  different  methods  of  arsenic  analiii 
that  considerable  difficulty  was  entaili  , 
in  the  analysis  of  arsenic,  particularly) 
biologic  material.  There  are  numer)  , 
reports  on  this  particular  question  <| 
14,  15).  A comprehensive  review  ml( 
by  Heller  (16)  in  1934  discusses  a varii; 
of  methods.  Some  workers  in  previs 
studies  have  made  little  comment  regal 
ing  the  establishment  of  the  validity) 
the  method  which  was  utilized.  The  nu 
recent  work  was  done  with  the  elec  o 
lytic  Gutzeit  apparatus.  However,  s 
were  able  to  recover  only  a partial  ] r 
centage  of  a known  quantity  added  p , 
both  urine  and  stool  by  use  of  this  t . 
paratus  even  after  diligent  and  extern' t, 
trial. 

We  then  turned  to  a method  outlined  j 
Allcroft  and  Green  (14)  which  also  fail 
to  satisfy  our  demands  for  recovery  ca 
reasonable  major  portion  of  a test  s) 
stance.  We  abandoned  these  and  i 
sorted  to  the  old,  unmodified  Gutiij 
method  as  outlined  in  the  “Methods! 
Analysis”  of  the  Association  of  Offiul 
Agricultural  Chemists.  This  method 
isfied  our  clinical  requirements  of  mil 
mum  recovery  in  our  test  subs  tan'  it 
Moreover,  it  has  the  advantage  that  lai  r 
volumes  of  material  can  be  analyzed  wli 
facility  at  one  time.  Of  course,  the  I- 
monition  to  use  arsenic-free  reagents  s'b 
as  zinc  shot,  sulfuric  and  nitric  act 
must  be  strictly  observed,  and  standa  s i 
must  be  run  simultaneously  with  e;  b 
group  of  unknowns.  To  establish  e 
validity  and  consistency  of  this  met!  I, 
samples  of  urine  and  feces  were  analyd 
which  contained  from  0.15  to  1.4  )!• 
added  arsenic  in  the  form  of  arsenic  i- 
oxide.  The  mean  recovery  was  98.9  F 
cent  and  the  standard  deviation,  9.5  p- 
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lent.  Fifteen  samples  of  feces  similarly 
treated  showed  a mean  recovery  of  100.1 
jercent  and  a standard  deviation  of  15.0 
jercent  These  showed  that  71  percent  of 
;sces  analyses  and  50  percent  of  urine 
nalyses  would  be  exact  to  within  a per- 
entage  error  of  10,  which  appeared  sat- 
ifactory  for  a clinical  study  of  this  type.1 

METHOD  OF  DIGESTION  OF  MATERIAL 

Urine. — Into  a 300-ml.  Kjeldahl  diges- 
ion  flask  is  measured  a convenient 
liquot  (50  ml.)  of  the  24-hour  urine 
pecimen,  15  ml.  of  arsenic-free  sulfuric 
cid,  15  ml.  arsenic-free  nitric  acid,  and 
ml.  of  10  percent  copper  sulfate.  A 
ouple  of  glass  beads  are  added  to  pre- 
' ent  bumping.  The  mixture  is  boiled 
1 ver  a gas  flame  for  at  least  3%  hours. 

Feces. — For  examination  of  feces,  how- 
1 ver,  the  following  routine  was  used : 

! 'he  feces  are  dissolved  in  15  percent  sul- 
uric  acid  to.  make  a homogeneous  solu- 
tion of  roughly  10  to  20  percent  by  weight 
* f the  feces.  A convenient  aliquot  of  this 
olution  (40  ml.)  is  placed  in  a 300-ml. 

' ijeldahl  digestion  flask  with  15  ml.  of 
rsenic-free  sulfuric  acid,  25  ml.  of 
1 rsenic-free  nitric  acid,  1 ml.  of  10  percent 
opper  sulfate  and  a couple  of  glass 
bads.  This  is  heated  vigorously  for  7(4 
ours  with  some  nitric  acid  added  from  a 
Topping  bottle  as  charring  occurs, 
fsually  the  digest  is  colorless  at  the  con- 
lusion  of  this  period  of  heating.  If  not, 
eating  should  be  prolonged.  When  the 
igest  is  colorless,  it  is  diluted  to  about 
50  ml.  with  distilled  water,  and  hydro- 
en  sulfide  is  used  as  a precipitating 
gent  to  remove  nitrous  oxide  fumes, 
’’his  requires  about  2 to  3 minutes.  Then 
arther  boiling  is  applied  for  about  3(4 
ours. 

' 

REDUCTION  AND  MEASUREMENT 

Digests  are  diluted  to  exactly  100  ml. 
nd  duplicates  of  40  ml.  each  are  meas- 


j 1 The  mean  recovery  in  29  samples  of  urine 
as  98.9  percent  and  the  standard  deviation, 
■■5  percent.  Corresponding  figures  for  15 
imples  of  feces  were  100.1  and  15.0,  respec- 
vely. 
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ured  out  into  convenient  glass  bottles. 
(If  40  ml.  amounts  contain  too  much 
arsenic  to  measure  by  this  method,  frac- 
tions : i.  e.,  5 ml.  or  10  ml.  each,  may  be 
used  and  the  volume  made  up  to  40  ml. 
with  15  percent  sulfuric  acid  containing 
1 percent  copper  sulfate.)  Standards  of 
1,  4,  6,  8,  12,  and  24  gammas  of  arsenic 
are  prepared  from  a solution  of  arsenic 
trioxide,  preserving  a concentration  of 
15  percent  sulfuric  acid  and  a trace  of 
copper  sulfate  as  in  the  digest.  Then 
to  each  bottle,  unknowns  and  standards, 
is  added  5 ml.  of  freshly  prepared  15 
percent  potassium  iodide  followed  by  4 
drops  of  40  percent  stannous  chloride. 
These  are  allowed  to  stand  for  15  minutes 
to  insure  reduction.  Ten  pieces  of  zinc 
shot,  roughly  spherical  in  shape,  are 
added.  After  this,  the  regular  procedure 
for  the  staining  of  sensitized  paper  by 
arsine  is  followed.  The  length  of  stain 
on  both  sides  of  the  paper  is  measured  and 
compared  wTith  the  graph  which  has  been 
plotted  from  the  standards  that  have  been 
run  simultaneously,  and  the  total  amount 
of  arsenic  present  is  calculated. 

We  elaborate  on  these  detailed  instruc- 
tions for  digestion  of  the  materials  be- 
cause we  learned,  after  more  than  a year 
of  repeated  trials,  that  they  were  sig- 
nificant in  producing  maximum  efficiency 
in  analyses. 

STUDY  MATERIAL  AND  RESULTS 

The  material  consisted  of  24-hour  col- 
lections of  urine  and  feces  from  syphilitic 
patients  following  the  completion  of  a 
course  of  neoarsphenamine,  i.  e.,  eight  in- 
jections of  0.6  gm.  each  at  weekly  inter- 
vals. In  all,  10  patients  were  studied, 
6 of  whom,  after  4 to  6 daily  analyses  of 
feces  and  urine,  were  given  intravenously 
1 gram  of  sodium  thiosulfate  in  10  cc.  of 
distilled  water  for  4 consecutive  days, 
the  urine  and  feces  being  concurrently 
analyzed  for  arsenic.  The  time  between 
completion  of  the  course  and  commence- 
ment of  the  collection  of  samples  varied 
among  the  patients  from  2 to  13  days.  A 
control  group  of  four  persons  receiving 
identical  arsenical  treatment  were  ex- 
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amined  for  a corresponding  period  of 
tirpe  but  were  given  no  injections  of 
sodium  thiosulfate.  The  detailed  anal- 
yses of  the  output  of  feces  and  urine  for 
the  two  groups  are  shown  in  tables  1 
and  2. 


For  presentation  the  findings  have  bee 
combined  into  two  curves  (chart  1),  tl 
first  showing  the  mean  results  of  dai 
analyses  in  the  absence  of  sodium  thi 
sulfate,  the  second  showing  the  met 
daily  arsenical  output  during  periods  » 


Table  1. — Daily  output  of  milligrams  of  arsenic  recovered  in  urine  and  in  feces  of  fo\ 
syphilitics,  following  a course  of  neoarsphenamine.  No  thiosulfate  given 


Days  following  dis- 
continuance of 
course  of  neoars- 
phenamine 

Case  H.  B 

B. 

Case  B.  B 

C. 

Case  J.  F. 

Case  C.  H 

K. 

Urine 

Feces 

Total 

Urine 

Feces 

Total 

Urine 

Feces 

Total 

Urine 

Feces 

Toti 1 

1 

2 ... 

10. 56 

4.92 

15.  48 

3 

5.  70 

17.  00 

22. 70 

4 

4.00 

12.  80 

16.  80 

5 

6... 

2.  64 

3.  55 

6. 19 

2.  49 

0 

2.  49 

7 

1.96 

2.28 

4.  24 

1.45 

4.  55 

6.  00 

3. 11 

6.  50 

9.  61 

8 

1.32 

1. 38 

2.  70 

1.31 

1.82 

3. 13 

3.45 

5.  50 

8.  95 

9 

1.30 

.74 

2.  04 

1. 15 

1.40 

2.  55 

3.00 

5.  55 

8.  55 

10 .. 

1.66 

. 66 

2. 32 

.94 

.90 

1.84 

1.42 

0 

1.42 

11 

.98 

1.09 

2.  07 

.95 

.53 

1.  48 

.93 

2.  50 

3. 43 

12 

1.03 

.76 

1.  79 

.87 

1.80 

2.  67 

.49 

.53 

1.  . 

13 

.74 

.71 

1.45 

1. 18 

.55 

1.73 

.65 

.34 

14  

.69 

.64 

1.33 

.67 

1.24 

1.91 

.53 

0 

.53 

.36 

.37 

15 

.83 

.68 

1.  51 

.60 

.75 

1.35 

.52 

.85 

1.37 

.34 

.38 

16 

.78 

.52 

1.30 

.59 

.35 

.94 

.51 

0 

.51 

.37 

.26 

17 

.33 

.36 

.69 

.49 

. 19 

.68 

.38 

.88 

1.26 

.63 

.21 

18.... 

.61 

. 14 

. 75 

.53 

.34 

.87 

.31 

0 

.31 

19 

.60 

.49 

1.09 

.39 

. 17 

.56 

.39 

.22 

20 . 

.46 

.49 

.95 

. 14 

0 

. 14 

.39 

. 16 

21 

.47 

.48 

.95 

.61 

.14 

.75 

.40 

0 

.40 

.25 

.17 

22 

.38 

.36 

.74 

.37 

.07 

.44 

.30 

. 15 

.45 

.28 

.17 

23 

.36 

.24 

.60 

.37 

.34 

.71 

.19 

0 

. 19 

.28 

.22 

24 

.45 

.24 

.69 

.40 

.08 

.48 

.27 

.12 

.39 

.32 

.14 

Table  2. — Daily  output  of  milligrams  of  arsenic  recovered  in  urine  and  in  feces  of  si  j, 
syphilitics  following  a course  of  neoarsphenamine.  Data  below  the  lines  in  eai 
column  are  the  amounts  recovered  during  daily  injections  of  thiosulfate. 


Days  fol- 
lowing 
discontin- 
uance of 
neoars- 
phena- 
mine 

Case  N. 

C. 

Case  B.  B.  C. 

Case  J.  L.  C. 

Case  A. 

j. 

Case  J.  H.  L. 

Case  H.  W. 

Urine 

Feces 

Total 

Urine 

Feces  1 

'ca 

o 

e< 

Urine 

Feces 

Total 

Urine 

Feces  i 

Total 

Urine 

Feces 

Total 

Urine 

Feces  i 

1 Total 

6 

1. 14 

10.  75 

11.89 

7 

.70 

4.80 

5.  50 

2.  00 

1.84 

3.  84 

8 

.29 

4.25 

4.  54 

1.00 

2.  75 

3.75 

.75 

1.39 

2. 14 

9 

.45 

1.28 

1.73 

.88 

1.  20 

2.  08 

1.92 

1.31 

3.  23 

.63 

.73 

1.36 

10 

.23 

.95 

1. 18 

.56 

1.25 

1.81 

1. 11 

1.96 

.82 

.62 

1.44 

ii 

.22 

.44 

.66 

.88 

1.28 

2. 16 

.43 

.78 

1.21 

12 

.31 

.42 

.73 

.66 

. 79 

1.45 

.81 

.84 

1.65 

13 

.27 

.60 

.87 

.58 

. 12 

.70 

.45 

.77 

1.22 

.82 

.64 

1.46 

.54 

1.10 

1.64 

.48 

.21 

.( 

14 

.41 

.19 

.60 

.42 

1.04 

1.46 

.56 

. 18 

.74 

.59 

.41 

1.00 

.54 

.89 

1.4 

15 

.43 

.71 

1.14 

.54 

.32 

.86 

.55 

.34 

.89 

.65 

.53 

1.18 

.33 

.24 

16 

. 26 

.37 

. 63 

.53 

. 71 

1.  24 

.41 

.52 

17 

. 50 

.30 

.80 

.37 

.32 

.69 

.42 

0 

A 

18 

.31 

.08 

.39 

52 

.24 

. 7 

19. __ 

.37 

.21 

.58 

.47 

.12 

. 5 

20  . 

.44 

. 28 

.72 

.48 

.46 

.9 

21 

.31 

. 12 

.4 

22  . 

.51 

.28 

.7 

23 

24 
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CHART  I 


jection  of  sodium  thiosulfate.  The 
. -st  curve,  primarily  based  on  results  for 
' ie  four  control  subjects,  also  includes 
ie  preliminary  analyses  made  on  the 
x subjects  receiving  sodium  thiosulfate, 
be  latter  observations  were  added  to 
iprove  the  smoothness  of  the  control 
irve;  their  omission  would  change  it  in 
) essential  characteristic.  That  these 
irves  fail  to  differ  markedly  is  corrobo- 
" ted  by  statistical  tests  of  significance, 
id  the  fact  is  clearly  established  that 
e release  of  arsenic  is  not  affected  by 
(ministrations  of  sodium  thiosulfate 
er  the  time  periods  used  by  us. 
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DISCUSSION 

It  is  generally  stated  that  following  the 
administration  of  such  a quantity  of 
arsenic  the  body  excretes  it  gradually 
over  a period  of  several  weeks.  We 
found  that  the  maximum  excretion  oc- 
curred within  the  first  9 days ; thereafter 
the  quantity  of  excretion  fell  rapidly  to  a 
level  between  0.5  and  1.0  mg.  daily,  which 
was  maintained  for  the  duration  of  our 
experiment.  Even  after  24  days,  the 
longest  period  any  one  of  our  subjects  was 
observed,  abnormally  excessive  quanti- 
ties of  arsenic  were  present  in  the  urine 
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and  stools,  indicating  that  there  was  still 
considerable  retention  in  the  body  depots. 
When  the  excretion  of  arsenic  either  in 
the  urine  or  feces  alone  or  in  both  com- 
bined is  compared  with  the  control  sub- 
jects, it  is  apparent  that  there  is  no  sig- 
nificant acceleration  or  increase  follow- 
ing sodium  thiosulfate  administration. 
In  individual  instances,  of  course,  there 
were  slight  increases  or  decreases  over 
previous  days,  but  we  feel  that  they  were 
not  significant  but  that  they  only  indi- 
cate fluctuations  in  normal  noninfluenced 
excretion.  Quantities  of  urine  and  stool 
varied  in  these  subjects  from  day  to  day, 
sometimes  quite  definitely.  Our  data 
revealed  that  the  content  of  arsenic  was 
usually  proportional  to  the  quantity  of 
material,  which  was  true  of  test  subjects 
as  well  as  the  control  group.  At  no  time 
did  sodium  thiosulfate  produce  any 
marked  increase  in  arsenic  excretion,  as 
it  should  do  if  it  were  to  be  considered  of 
clinical  significance. 

As  has  been  said  above,  the  normal 
curve  of  excretion  is  gradually  diminish- 
ing from  day  to  day,  and  to  entertain  the 
concept  that  diminished  excretion  of 
arsenic  after  daily  administration  of  so- 
dium thiosulfate  is  evidence  of  immobili- 
zation or  retention  of  arsenic,  would  be 
quite  fallacious. 

The  modus  operandi  of  sodium  thiosul- 
fate therapy  in  arsenic  poisoning  has 
been  suggested  by  numerous  workers  to 
occur  in  several  ways  (17, 18,  19,  20,  21). 
The  strongest  case  for  its  clinical  use  has 
been  the  supposition  that  it  accelerated 
arsenic  excretion  and  depleted  arsenic 
storage  in  the  organism.  It  has  even  been  a 
somewhat  common  practice  to  administer 
sodium  thiosulfate  to  individuals  sus- 
pected of  having  arsenic  poisoning  and  to 
analyze  quantitatively  the  urine  for 
arsenic  content  before  and  after  the  ad- 
ministration of  this  drug.  In  cases  in 
which  the  excretion  of  arsenic  seemed  to 
have  increased,  this  etiologic  diagnosis 
appeared  to  be  supported.  Cognizance 
should  be  taken  of  the  fact,  however,  that 
a measurable  amount  of  arsenic  is  ex- 
creted by  normal  individuals  in  fluctu- 
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ating  amounts,  dependent  on  such  fa 
tors  as  diet,  use  of  tobacco  and  cosmeti; 
(22). 

This  study  reveals  that  sodium  thiosv 
fate  does  not  mobilize,  and  probably  do 
not  immobilize,  arsenic  stored  in  bo( 
tissues.  The  inclusion  of  analyses  of  fee 
for  arsenic  content  was  purposely  mat 
in  this  study  to  assess  the  cholegog 
theories.  But  for  all  clinical  purposes, 
appears  that  analysis  of  the  urine  aloi 
is  a sufficient  criterion  to  determine  i 
abnormal  arsenic  excretion  except  with 
the  first  week  after  a massive  dose  of  th 
material,  when  the  main  route  for  excr 
tion  is  by  way  of  the  bile  or  intestin 
tract.  After  this  time  the  arsenic  contei 
of  urine  and  feces  roughly  parallel  eac 
other. 

SUMMARY 

1.  The  pharmacologic  action  of  sodiu 
thiosulfate  in  the  treatment  of  arsen 
poisoning  is  still  a controversial  issue, 
disparity  exists  in  the  results  of  previoi 
studies  in  this  problem,  which  might  1 
explained  on  technical  difficulties  * 
arsenic  analysis  and  the  selection  < 
subjects. 

2.  Ten  syphilitic  patients,  each  of  who 
had  completed  an  orthodox  course  ( 
neoarsphenamine  therapy,  were  selecte  ■ 
for  this  study.  Six  of  them  received  si 
dium  thiosulfate,  while  the  remainir 
four  were  used  as  controls.  The  arsen 
content  of  urine  and  feces  was  analyze 
in  these  subjects  over  a period  rangic 
from  the  first  to  the  twenty-third  day  fo 
lowing  the  completion  of  the  course  ( 
neoarsphenamine  therapy. 

3.  The  urinary,  fecal,  or  total  arsen: 
excretion  was  not  significantly  affecte 
by  administration  of  sodium  thiosulfal 
in  popularly  used  therapeutic  dosage. 

4.  The  question  as  to  clinical  efficac 
of  this  compound  in  the  treatment 
arsenic  poisoning  might  be  raised,  as  tl 
strongest  case  for  its  clinical  use  has  bee 
based  on  the  supposition  that  it  mobilize 
the  excessive  arsenic  stored  in  the  bod 
depots. 
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DIAGNOSIS 


Systolic  gallop  rhythm  as  a sign  of 
aneurysm  of  the  left  ventricle.  Report 
of  a case.  George  V.  LeRoy  and  Ralph 
C.  Roberts.  Am.  Heart  J.,  St.  Louis, 
21:  115-119,  Jan.  1941. 

Systolic  gallop  rhythms,  when  the  ex- 
tra sound  is  loudest  at  the  apex,  are 
generally  thought  to  be  of  no  clinical 
significance.  In  the  case  here  reported, 
a careful  search  for  the  cause  of  sys- 
tolic gallop  rhythm  led  to  the  discovery 
of  an  aneurysm  of  the  left  ventricle 
and  suggested  that  such  an  aneurysm, 
by  distorting  the  mitral  valve  during 
systole,  may  cause  gallop  rhythm.  In 
this  case  at  least,  the  systolic  gallop 
rhythm  at  the  apex  was  certainly  a sign 
of  a pathologic  process,  namely,  aneurysm 
of  the  left  ventricle. 

The  patient,  a 52-year-old  Negro,  was 
first  seen  in  May  1938  when  he  was 
referred  for  an  opinion  as  to  arsenical 
treatment  for  his  latent  syphilis.  He 
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had  had  a urethral  chancre  in  1918. 
He  received  antisyphilitic  treatment  for 
2 months  in  1934.  Early  neurosyphilis 
was  then  diagnosed,  and  he  was  sent 
to  a State  hospital  where  he  received 
16  fever  treatments  and  16  injections 
each  of  bismuth  and  mercury  compounds 
and  neoarsphenamine.  In  February 
1938  he  was  advised  to  resume  treat- 
ment. On  examination  of  the  heart  the 
sounds  at  the  apex  attracted  attention. 
Electrocardiograms  were  interpreted  as 
showing  normal  mechanism,  with  infre- 
quent extrasystoles  of  supraventricular 
origin.  Many  other  studies  were  then 
made  to  ascertain  the  cause  of  the  sys- 
tolic gallop  rhythm.  Fluoroscopic  exam- 
ination of  the  heart  disclosed  a small 
aneurysm  of  the  lateral  wall  of  the 
left  ventricle,  with  characteristic  out- 
pouching during  ventricular  systole.  Si- 
multaneous stethographic  and  electro- 
cardiographic records  confirmed  the  im- 
pression that  the  gallop  sound  occurred 
between  the  first  and  second  heart 
sounds.  The  idea  that  a deformity  of 
the  mitral  valve,  with  a sudden  reflux 
of  blood  into  the  left  auricle,  may  cause 
gallop,  the  authors  feel,  is  supported  by 
the  direct  and  circumstantial  evidence 
gained  from  their  studies  in  this  case. 

The  spinal  fluid  in  Erb’s  syphilitic  spinal 

spastic  paraplegia.  Erwin  E.  Peters. 

Am.  J.  Syph.,  Gonor.  & Ven.  Dis.,  St. 

Louis,  25:  72-76,  Jan.  1941. 

The  author  presents  the  blood  and 
cerebrospinal  fluid  serologic  findings  in 
30  cases  of  Erb’s  syphilitic  spinal  spastic 
paraplegia.  The  blood  serologic  test  was 
positive  in  22  ( 73.3  percent)  and  negative 
in  8 (26.7  percent).  The  cerebrospinal 
fluid  was  not  examined  in  1 case.  In  7 
cases  (23.3  percent)  the  fluid  was  normal ; 
4 other  patients  (13.3  percent)  showed 
pleocytosis,  protein  increase,  or  abnormal 
colloidal  curve,  alone  or  in  combination, 
but  with  Wassermann  tests  negative.  In 
11  cases  (36.6  percent)  the  spinal  fluid 
was  either  normal  or  the  changes  were 
nonspecific.  Of  18  patients  with  positive 
Wassermann  spinal  fluid  tests,  the 
changes  were  moderate  (Group  II  by 
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Moore’s  classification)  in  6 (20  percent; 
maximal  (Group  III,  the  paretic  fo? 
inula)  in  11  (36.6  percent),  and  unclasse 
in  1. 

In  2 patients  only  were  both  blood  an 
spinal  fluid  completely  normal  at  the  tim 
of  the  examination,  and  both  of  these  ha 
a history  of  syphilitic  infection  with  pr< 
vious  treatment. 

The  ratio  of  males  to  females  was  5 : 1 
of  whites  to  Negroes,  2.5 : 1.  In  only  8 < 
24  patients  with  information  as  to  tl 
date  of  infection  had  the  onset  of  sym] 
toms  occurred  within  6 years  after  tl 
initial  lesion,  in  5 within  6 to  10  years,  an 
and  in  11  within  10  to  37  years.  Sevent 
percent  of  the  group  were  30  years  of  ag 
or  older  at  the  time  of  the  diagnosis. 

Five  patients  (16.6  percent)  improve 
clinically  after  antisyphilitic  treatmen 
This  response  was  slight  in  four  patienl 
and  marked  in  only  one.  Of  the  30  p; 
tients,  83.4  percent  remained  stationai 
or  became  worse  in  spite  of  treatmen  i 
All  of  the  patients  who  had  repeated  lur 
bar  punctures  showed  serologic  improv 
inent  in  the  spinal  fluid,  but  there  was  r 
correlation  between  this  and  the  clinic:  I 
course.  The  author  states  that  the  mo; 
to  be  hoped  for  from  treatment  is  tl 
arrest  of  progress  of  the  clinical  pictur 

Chronic  tonsilitis  in  secondary  syphilis- 
differential  diagnosis  from  diphtheri 
and  Vincent’s  infection.  A report  e i 

23  cases.  Evan  W.  Thomas  and  Davi . j 
H.  Goldstein.  New  York  State  J.  Med 
New  York,  41:  256-259,  Feb.  1,  1941. 

That  secondary  tonsillitis  is  indistii 
guishable  at  times  from  diphtheria  at 
Vincent’s  infection  is  not  always  appr 
dated  by  the  medical  profession.  Of  i 
cases  of  severe  chronic  syphilitic  tons! 
litis,  20  had  been  misdiagnosed  by  priva 
physicians  or  clinics  prior  to  their  a' 
mission  to  the  syphilis  wards  of  Bellevi 
Hospital.  Four  patients  had  attends 
nose  and  throat  clinics,  4 had  been  see 
by  private  physicians,  and  3 had  bee 
seen  by  consultants.  There  were  15  1 
stances  of  membranous  tonsillitis  and 
of  the  ulcerative  or  follicular  type.  Tl 
duration  of  symptoms  had  varied  fro 
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ess  than  2 weeks  to  over  3 months.  Six 
Patients  had  had  positive  tests  for  diph- 
theria and  1 had  had  a tonsillectomy, 
»hich  did  not  cure  the  sore  throat.  In 
lone  of  the  20  cases  was  syphilis  re- 
arded  as  the  fundamental  cause  of  the 
hroat  infection.  By  the  time  the  diag- 
osis  of  secondary  syphilis  was  estab- 
shed  all  but  1 of  the  23  patients  had  a 
kin  rash.  Actual  chancres  were  ob- 
arved  in  only  3 patients.  In  every  case, 
low  ever,  the  history,  the  rapid  healing  of 
re  throat  following  one  injection  of  an 
rsenical,  and  the  positive  blood  Wasser- 
lann  reaction  established  the  diagnosis, 
a the  majority  of  cases  Vincent’s  angina 
"as  the  original  presumptive  diagnosis, 
ut  only  2 were  reported  as  having  had 
positive  smear  before  admission  to 
ellevue. 

The  diagnosis  of  syphilitic  tonsillitis  in 
lost  cases  seems  easy  in  retrospect,  but 
lere  is  nothing  characteristic  about  the 
)re  throats  of  secondary  syphilis.  Even 
le  presence  of  a rash  may  not  suggest 
yphilis.  The  authors  urge  that  every 
'itient  with  a chronic  tonsillitis  be  given 
Wassermann  test  and  a thorough  exam- 
lation  for  stigmas  of  secondary  syphilis. 

yphilis  and  diabetes  mellitus.  A critical 
study  of  their  relation  to  each  other 
in  1,000  cases  of  diabetes  mellitus. 

John  R.  Williams.  New  York  State 
J.  Med.,  New  York,  41:  252-255,  Feb.  1, 

11941. 

The  author  analysed  1,000  clearly  es- 
blished  standardized  cases  of  diabetes 
ellitus  from  the  Strong  Memorial  Hos- 
tal  in  his  study  of  the  significance  of 
philis  in  such  cases.  Each  one  of  the 
itients  was  examined  clinically  for 
•philis  and  had  one  or  more  blood 
assermann  tests  made.  There  were  17 
ses  which  showed  positive  clinical  evi- 
'nee  of  syphilis  and  positive  serologic 
sts,  and  these  cases  were  treated.  This 
ves  a ratio  which  is  in  accord  with 
e experience  of  other  observers  and 
nforms  to  the  incidence  of  the  dis- 
' se  in  the  general  population. 

Patients  with  severe  diabetes,  that  is 
' say,  those  with  low  carbohydrate  tol- 
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erance  requiring  large  doses  of  insulin 
and  whose  metabolism  is  difficult  to  ad- 
just, frequently  show  subpositive  Was- 
sermann reactions  with  one  or  more 
antigens.  In  this  series  there  were  23 
such  cases.  Antisyphilitic  treatment  for 
these  serves  no  useful  purpose  and  is 
usually  upsetting.  To  determine  the 
significance  of  the  Wassermann  test,  a 
study  was  made  of  the  records  of  the 
Strong  Memorial  Hospital.  From  1926 
to  1936,  312  patients  were  found  who 
gave  a 4-plus  blood  test  on  one  or  more 
occasions.  None  of  these  patients  pre- 
sented any  historical  or  physical  evi- 
dence of  syphilis.  None  of  the  14  cases 
in  this  group  who  came  to  autopsy  pre- 
sented any  anatomic  evidence  of  syphi- 
lis; some  may  have  had  syphilis  at 
some  time. 

There  was  found  no  causal  relation- 
ship between  syphilis  and  diabetes  melli- 
tus. The  rarity  of  syphilitic  pancrea- 
titis, excluding  congenital  syphilis,  is 
shown  by  the  fact  that  in  approximately 
4,800  necropsies  not  a single  case  was 
found. 

The  treatment  of  active  or  latent 
syphilis  has  little  or  no  effect  on  the 
metabolism  of  diabetes  mellitus. 

A short  contribution  to  syphilis  of  the 
thyroid  gland.  B.  Polony.  Dermat. 
Wchnschr.,  Berlin,  111:  966,  Nov.  9, 
1940. 

The  author  reports  the  case  of  a 
37-year-old  woman  who  had  been  treated 
with  X-ray  and  who  had  had  an  opera- 
tion on  the  thyroid.  In  spite  of  this  a 
fistulous  process  persisted  in  the  neck 
region.  The  Wassermann  reaction  was 
strongly  positive.  A diagnosis  of  gumma 
was  made.  There  was  prompt  healing 
under  antisyphilitic  treatment. 

Carcinomatous  metastases  of  the  vulva 
resembling  syphilitic  papules.  Case 
report.  A.  Winkelstroter.  Dermat. 
Wchnschr.,  Berlin,  111:  814-816,  Sept. 
21,  1940. 

In  June  1938  a 45-year-old  woman  was 
advised  by  her  consort  to  see  a physician 
because  of  small  pimples  on  the  genitalia. 
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She  delayed  going  to  a physician  until 
October,  at  which  time  she  complained  of 
hemorrhoids.  In  February  1939  she  had 
a severe  hemorrhage  from  the  anus  for 
which  she  saw  a gynecologist  who  re- 
ferred her  to  the  author  because  he  sus- 
pected syphilis.  Examination  showed 
pinhead  sized  papules  on  the  left  border 
of  the  tongue,  leukoplakia  of  the  buccal 
mucous  membrane,  marked  edema  of  the 
right  labia  with  6 to  8 cherry  sized,  round 
and  annular,  rose  colored  to  red,  indu- 
rated papules  which  extended  as  far  as 
the  anus.  At  the  lower  border  of  the 
right  labia  there  was  an  ulcerated  lesion 
with  raised,  irregular  border.  Partially 
ulcerated  nodules  could  also  be  seen  to 
extend  from  the  anus  outward.  Nodules 
could  be  palpated  in  the  rectum  to  a 
depth  of  7 cm.  The  dark-field  examina- 
tion, the  Wassermann,  Kahn,  and 
Meinicke  tests  were  negative.  Biopsy 
showed  the  lesions  to  be  adenocarcinoma. 

Early  diagnosis  of  granuloma  inguinale. 

Robert  Brandt  and  T.  Schley  Gatewood. 

Am.  J.  Syph.,  Gonor.  & Ven.  Dis.,  St. 

Louis,  25:  48-55,  Jan.  1941. 

According  to  the  authors,  the  favor- 
able effect  of  antimony  preparations  in 
cases  of  granuloma  inguinale  diminishes 
in  proportion  to  the  duration  of  the  dis- 
ease. An  early  diagnosis  is  necessary 
for  successful  treatment  and,  in  most 
cases,  it  can  easily  be  obtained  by  the 
evidence  of  Donovan’s  bodies.  Certain 
clinical  signs  will  suggest  the  desirability 
of  this  examination  or  indicate  the  ne- 
cessity for  its  continuation  in  spite  of 
a few  negative  smears.  The  lesions  of 
this  disease  are  elevated  from  the  very 
beginning  but  not  ulcerated.  This  fact 
provides  for  differentiation  from  super- 
ficial inflammations  (e.  g.  balanitis)  or 
chancroid.  The  bright  red  velvety  sur- 
face which  easily  bleeds,  and  the  soft 
structure  of  the  granulations  form  a 
contrast  to  the  lesions  of  primary  and 
secondary  syphilis.  The  absence  of  bu- 
boes is  important.  The  characteristic 
buttonlike  granulation  may  represent  a 
primary  lesion  as  well  as  a form  of 
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propagation  in  cases  of  long  duratioi 
There  may  be  a considerable  resemblanc 
to  hypertrophic  syphilitic  papules.  Tt 
syphilitic  papules,  however,  fire  covert 
with  epidermis  and  hence  are  dry  at  tl 
onset,  whitish  grey  in  case  of  maceratio. 
never  bright  red  and  velvety.  They  d 
velop  and  change  rapidly  in  appearanc  i 
Granuloma  inguinale  is  slow  in  develoj 
ment,  with  rare  signs  of  healing  or  set 
formation  or,  in  early  cases,  of  ulcer:  i 
tion.  This  makes  the  surface  homog' 
neous.  Positive  blood  Wassenmm, 
reactions  and  skin  tests  for  venere: 
lymphogranuloma  or  chancroid  do  not,  < 
course,  rule  out  granuloma  inguinale,  bi  ! 
biopsy  permits  a definite  diagnosis. 

The  authors  present  five  case  repori 
of  patients  with  the  disease. 

Pulmonary  case  reports.  Robert  1 

Peers.  Pacific  Coast  Med.,  San  Frai 

cisco,  8:  17,  Jan.  1941. 

The  author  reports  the  case  of  a youn 
woman  who  was  referred  to  him  fc 
supposed  allergic  asthma,  with  a quei 
tionable  complicating  tuberculosis.  Sb 
did  not  react  to  tuberculin  either  into  ; 
cutaneously  or  subcutaneously,  and  th 
sputum  was  repeatedly  negative  fc  | 
tubercle  bacilli.  Nevertheless,  a roem  | 
genogram  showed  marked  exudative  ii 
filtration  of  both  lungs  similar  to  tubei 
culosis.  She  was  given  antisyphiliti 
treatment  with  heavy  metals  and  potas 
sium  iodide.  Roentgenograms  taken 
months  and  4 months  following  the  be 
ginning  of  treatment  showed  gradual  an 
then  final  clearing  of  the  patches  o ( 
exudation  which  were  seen  in  the  firs 
picture. 

A man  57  years  of  age  was  referre 
with  a history  of  asthma  for  the  pre 
vious  2 years.  A roentgenogram  showe 
marked  exudation  in  both  lungs,  but,  i 
spite  of  the  fact  that  large  quantitie 
of  sputum  were  raised  daily  no  tubercl 
bacilli  could  be  found,  although  man; 
specimens  were  examined.  Two  Wassei 
mann  tests  of  the  patient  were  slight! 
positive.  Treatment  by  arsphenamin 
caused  complete  clearing  of  the  pulmo 
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ary  condition.  Now,  13  years  later,  the 
atient  is  in  good  health  at  70  years  of 

ge. 

Congenital  syphilis  in  only  one  of  twins. 

Frank  R.  Smith,  Jr.,  and  John  M. 
Spence,  Jr.  South.  M.  J.,  Birmingham, 
34:  147-152,  Feb.  1941. 

The  concept  of  the  occurrence  of  con- 
;enital  syphilis  in  only  one  of  twins  has 
seen  presented  from  time  to  time  in  the 
iterature.  The  older  case  reports,  be- 
ore  the  development  of  serologic  tests 
md  before  adequate  pediatric  follow-up 
vas  considered  necessary,  were  largely 
ihilosophical  dissertations  and  are  of  no 
alue.  More  recent  critical  observers, 
lowever,  have  contributed  a series  of  12 
ndividual  case  reports  of  this  phenome- 
iou.  The  authors  tabulate  the  relevant 
lata  of  these  12  cases,  and  present  the 
eports  of  5 cases  in  detail.  Their  own 
■xperience  is  based  upon  two  personally 
'bserved  cases  of  syphilis  in  one  of  new- 
born twins  and  other  cases  which  were 
ound  in  a search  of  the  records  of  the 
ohns  Hopkins  Hospital.  Since  4 of  these 
ecurred  in  the  course  of  44  twin  preg- 
lancies  to  40  women  with  syphilis,  the 
ondition  is  not  rare. 

The  criteria  which  must  be  fulfilled 
efore  the  diagnosis  of  congenital  syphi- 
is  in  only  one  of  twins  may  be  made  are 
s follows:  (1)  The  congenital  nature 

f the  infection  in  the  syphilitic  twin 
lust  be  clearly  proved.  (2)  The  fact 
lust  be  established  beyond  peradventure 
hat  the  apparently  nonsyphilitic  twin 
either  has  had  syphilis  in  the  past  nor 
: in  the  process  of  developing  it. 

The  first  of  these  requirements  is  easily 
itisfied  in  the  newborn  infant,  but  be- 
imes  more  difficult  in  the  older  child, 
t is  possible  in  the  adult  only  when 
assical  stigmata  of  the  congenital  in- 
iction  are  present.  In  the  absence  of 
ich  stigmata,  the  possibility  of  syphilis 
squired  in  childhood  must  be  considered. 
The  situation  is  similar  in  considering 

■ Q 

ie  apparently  nonsyphilitic  twin.  If  the 
ifant  is  seen  shortly  after  birth,  ade- 
late  follow-up  is  necessary  to  establish 
iat  he  is  not  developing  syphilis.  If  he 
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is  first  seen  in  later  life  there  is  always 
the  possibility  (though  remote)  of  con- 
genital infection  with  spontaneous  cure 
before  the  examinations  were  conducted. 

All  of  these  cases  were  of  double  ovum 
twins.  Many  theories  have  been  ad- 
vanced to  explain  the  phenomenon  of 
congenital  syphilis  in  only  one  of  dizy- 
gotic twins,  but  none  is  completely  in 
keeping  with  the  observed  facts.  The 
operation  of  sheer  chance  probably  pro- 
vides the  best  explanation.  The  fetus  of 
a woman  with  syphilis,  it  is  thought,  be- 
comes infected  in  utero  by  the  trans- 
placental transmission  of  the  infecting 
organism  from  the  maternal-fetal  circu- 
lation. There  is  good  evidence  that  this 
transmission  depends  on  the  develop- 
ment of  syphilitic  inflammation  in  the 
placenta,  so  strategically  placed  that,  as 
it  extends,  it  breaks  through  the  normal 
barrier  between  the  fetal  and  the  ma- 
ternal circulations,  with  consequent  es- 
cape of  the  spirochetes  into  the  former. 
Regardless  of  other  controlling  factors, 
in  many  cases  chance  alone  seems  to  de- 
termine whether  this  does  or  does  not 
occur  during  the  pregnancies  of  many 
women  with  syphilis.  Such  women  may 
give  birth  to  a succession  of  normal  and 
syphilitic  children  arranged  in  any 
sequence. 

Syphilis.  C.  Guy  Lane  and  G.  Marshall 

Crawford.  New  England  .T.  Med.,  Bos- 
ton, 224:  110-116,  Jan.  16,  1941. 

The  authors  discuss  the  medical  prog- 
ress made  against  syphilis  during  the 
past  year  and  briefly  review  certain  im- 
portant articles  which  have  appeared 
in  the  literature  on  syphilis  during  this 
period.  They  discuss  the  subject  as 
follows : 

1.  Public  health : The  role  of  the 
private  practitioner  in  controlling  syph- 
ilis as  discussed  by  Stokes.  Syphilis  in 
industry  as  reported  by  Russell  and  by 
Wilzbach.  Illegal  and  unethical  sales 
of  venereal  disease  “remedies”  by  phar- 
macists as  reported  by  Edwards  and 
Kinsie.  Follow-up  studies  of  patients 
with  early  syphilis  from  the  prears- 
phenamine  era  reported  by  Willners. 
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Venereal  disease  control  in  the  Navy 
as  reported  in  the  annual  report  of  the 
Surgeon  General  of  the  United  States 
Navy  for  1938. 

2.  Immunity : A study  by  Turner,  who 
found  that  syphilitic  rabbits  develop  hu- 
moral antibodies  to  syphilis  during  the 
course  of  their  infection.  Kemp’s  review 
of  immunity  in  syphilis. 

3.  Serology : The  continued  work  of 
the  Committee  on  the  Evaluation  of 
Serodiagnostic  Tests  for  Syphilis.  Bren- 
ner’s report  on  results  of  the  Davies- 
Hinton  test  of  the  cerebrospinal  fluid. 
Mohr  and  Smith’s  study  of  the  supposed 
daily  variations  of  the  reagin  content 
of  syphilitic  serum  (they  concluded  that 
quantitative  flocculation  technics  are 
valuable  in  eliminating  false  positive 
reactions  in  questionable  cases).  Ingra- 
ham and  Mayer’s  investigation  of  the 
menstrual  cycle  on  the  blood  serologic 
test  for  syphilis.  Greene  and  his  asso- 
ciates’ report  of  a quantitative  study  of 
syphilitic  serum  with  Hinton  and  Kline 
tests,  giving  information  indicating 
reagin  titers  and  eliminating  zone,  re- 
actions. Kahn’s  description  of  a newly 
developed  serologic  verification  test, 
which  is  a modification  of  the  standard 
Kahn  technic.  Erickson  and  Eagle’s 
comparison  of  the  spirochete  comple- 
ment fixation  reaction  with  the  Eagle 
flocculation  and  Wassermann  procedures. 
Clifton  and  Heinz’  report  of  the  finding 
of  82  children  with  false  positive  or 
doubtful  serologic  reactions  out  of  5,620 
new  patients  examined  in  one  year’s  time 
at  a children’s  hospital.  Moore’s  sug- 
gestion of  a method  of  approach  to  the 
recognition  of  the  biologic  false  positive 
serologic  tests  for  syphilis. 

4.  Clinical  problems . Shaw’s  report  of 
70  patients  exhibiting  cutaneous  or 
mucous  membrane  syphilids  or  syphilis 
of  the  bones,  or  both,  of  which  15  (21 
percent)  had  neuraxis  involvement. 
Dyar  and  Dalton’s  description  of  16 
different  manifestations  of  syphilis  in 
the  eye.  Smith’s  report  on  the  impor- 
tance of  syphilis  in  diseases  of  the  nose 
and  accessory  sinuses.  Williams  and 
Kimmelstiel’s  report  on  syphilis  of  the 
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stomach.  Cormia  and  Lewis’  report  ( 
the  factor  of  latency  in  syphilis.  O’Leai 
and  Williams’  report  on  the  duration  < 
the  infectiousness  of  syphilis. 

5.  Cardiovascular  syphilis:  Kam] 

meier  and  Combs'  report  on  the  proj 
uosis  in  syphilitic  aortic  insufficiency,  i 
which  the  authors  evaluate  factoi 
other  than  antisyphilitic  treatment. 

6.  Neurosyphilis : Kulchar’s  study  c I 
the  advantages  of  cisternal  puncture 
over  lumbar  punctures,  and  Emmett  1 
discussion  of  “tabetic  cord  bladder.” 

7.  Congenital  syphilis : A new  book  b 
Dennie  and  Pakula,  covering  this  sul 
jeet  efficiently  and  in  more  detail  tha 
has  been  attempted  before.  Black’s  coi 
densation  of  his  previous  paper  on  th 
diagnosis  of  congenital  syphilis.  Hays 
report  on  the  role  of  syphilis  in  the  pre 
duction  of  mental  deficiency.  Supplt 
ment  7 to  Venereal  Disease  Informatioi 
entitled  “Syphilis  in  Mother  and  Child, 
which  covers  the  problems  of  syphili  j 
in  the  pregnant  woman  and  congenita  : 
syphilis.  An  editorial  in  the  America 
Journal  of  Syphilis,  Gonorrhea  am 
Venereal  Diseases  on  the  oral  treatmen 
of  syphilis  in  children.  Christie’s  dis 
cussion  of  the  value  of  the  roentgen 
ographic  examination  in  the  diagnosis  o 
syphilis  in  newborn  infants.  Whitridge’i  i 
report  on  changes  in  the  long  bones  o: 
newborn  infants  following  administra 
tion  of  bismuth  during  pregnancy 
Evans’  discussion  of  some  possible  errors 
in  the  roentgen  diagnosis  of  syphilis  os 
the  bones  in  infancy.  The  report  oi 
Kruse  and  associates  on  ocular  mani 
festations  of  ariboflavinosis  (and  its  re 
la  tion  to  interstitial  keratitis). 

8.  Therapy : A long-range  comparisor 
of  malarial  and  artificial  fever  in  the 
treatment  of  paresis  by  O’Leary  and  as 
sociates.  A useful  finding  in  the  tern- 
pering  effect  of  bismuth  on  therapeutic 
malaria  reported  by  Brunsting  and  Love.1 
The  findings  of  these  authors  corrob- 
orated in  another  article  by  Cole  and 
associates.  A comparison  of  the  results  | 
of  treatment  of  neurosyphilis  by  trypar- 
samide  and  by  neocryl,  reported  by  Ross. 
Report  of  the  Council  on  Pharmacy  and 
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Chemistry  of  the  American  Medical  As- 
sociation commending  investigations 
made  on  massive  dose  intravenous  chem- 
otherapy of  syphilis. 

9.  Treatment  reactions : Report  by  Ep- 
stein of  2 patients  with  a history  of 
plumbism  who  suffered  recurrences  fol- 
lowing bismuth  treatment  for  syphilis. 
“Mobilization  of  bismuth  produced  by 
ammonium  chloride,”  reported  by  Corson 
and  associates.  Early  acute  arsenical 
erythemas  (“erythema  of  the  ninth 
day”),  discussed  by  Thomas  and  Cani- 
zares.  Blood  dyscrasias  following  ar- 
senical injections,  studied  by  Falconer 
and  Epstein.  A review  by  Stephenson 
and  Chambers  of  the  toxic  effects  of 
arsenical  compounds  used  by  the  United 
States  Navy.  The  study  of  Schocli  and 
associates  of  the  use  of  mapharsen  fol- 
lowing dermatitis  from  arsphenamines. 
Rankin  and  Marlow’s  study  of  the  extent 
of  liver  damage  after  recovery  from  post- 
arsphenamine  jaundice.  The  effect  of 
diet  in  guarding  against  liver  damage 
from  the  arsphenamines  reported  by  Mes- 
singer  and  Hawkins. 

Lymphogranuloma  venereum  as  a sys- 
temic disease.  Report  of  a case  with 
involvement  of  the  skin  and  the  eye. 

Tibor  Benedek  and  Dora  B.  Olkon. 
Am.  J.  Syph.,  Conor.  & Ven.  Dis.,  St. 
Louis,  25:  28^7,  Jan.  1941. 

The  authors  survey  the  literature  con- 
cerning skin  manifestations  caused  by  the 
virus  of  venereal  lymphogranuloma. 

They  describe  the  case  of  a 44-year-old 
white  man  who  had  scattered  papulo- 
pustular  lesions  on  the  trunks  and  shoul- 
ders with  ulcerative  lesions  on  the  inside 
of  both  thighs  near  the  inguinal  region, 
on  the  scrotum,  and  on  the  anterior  sur- 
face of  the  penis.  There  was  no  involve- 
ment of  the  regional  lymph  nodes.  This 
;patient  had  three  recurrences  of  the 
ulcerative  lesions,  always  on  areas  of  the 
{Skin  which  had  not  been  involved  before. 
Simultaneously  with  the  ulcerative  skin 
lesions,  an  iritis  developed  which  was 
attributed  to  the  lymphogranuloma  virus. 
The  iritis  reappeared  three  times  in  con- 
nection with  the  recurrence  of  the  ulcera- 
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tive  skin  lesions.  Miyagawa’s  elementary 
bodies  (the  virus  of  venereal  lympho- 
granuloma) were  demonstrated  in  sec- 
tions of  the  ulcers  by  means  of  Giemsa 
stain  and  of  Victoria  blue  4 R stain. 

The  authors  believe  that  the  papulo- 
pustular  and  ulcerative  lesions  in  con- 
nection with  the  recurrent  iritis  were  due 
to  a hematogenous  distribution  of  the 
virus. 

The  varieties  of  skin  eruptions  in 
venereal  lymphogranuloma  reveal  all  the 
types  of  exanthems  seen  in  connection 
with  deepseated  suppurative  mycosis  of 
the  skin,  such  as  trichopliytids,  micro- 
sporids,  and  favids.  The  authors  state 
that  these  latter  occur  by  hematogenous 
transport  of  the  fungus  elements  from  a 
primary  focus  into  a skin  already  sen- 
sitized to  the  fungus.  It  is  known  that 
these  “ids”  may  occur  spontaneously. 
Often,  however,  they  are  first  elicited  by 
X-ray  irradiation  of  the  primary  focus 
or  following  the  administration  of  an 
intracutaneous  injection  of  triehopliytin. 

According  to  the  authors,  there  is  no 
doubt  that  the  virus  of  venereal  lympho- 
granuloma is  present  in  the  skin  erup- 
tions. Midana,  Peruccio,  and  others 
proved  it  biologically.  Benedek  and 
Olkon  demonstrated  it  in  histologic  sec- 
tions by  means  of  special  staining. 

Although  there  is  no  evidence  to  date 
that  the  virus  has  been  demonstrated  in 
the  circulating  blood  in  human  beings, 
the  authors  are  convinced  that  this  last 
and  important  link  of  evidence  will  be 
produced  by  finer  developments  of 
technic. 

Thus,  the  authors  conclude  that  vene- 
real lymphogranuloma  is  in  all  its  mani- 
festations a systemic  disease  and  not  a 
local  condition. 

Cardiovascular  syphilis.  A clinical  and 

electrocardiographic  study.  L.  H. 

Berk.  New  York  State  J.  Med.,  New 

York,  41:  223-233,  Feb.  1,  1941. 

The  early  diagnosis  of  both  uncompli- 
cated aortitis  and  coronary  ostial  stenosis 
is  difficult,  especially  when  the  previous 
history  and  Wassermunn  reaction  are 
negative.  In  most  early  uncomplicated 
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aortitis  the  electrocardiogram  is  normal 
and,  in  the  author’s  experience,  it  becomes 
abnormal  only  when  the  process  spreads 
to  the  valves  or  involves  the  coronary 
arteries.  The  electrocardiogram  in  the 
majority  of  cases  of  advanced  cardiovas- 
cular syphilis  shows  quite  marked  patho- 
logic changes  that,  though  nonspecific,  are 
of  the  greatest  value  both  in  diagnosis  and 
prognosis  of  syphilitic  heart  disease. 
Taken  in  the  usual  manner  the  electro- 
cardiogram is  normal  in  95  percent  of 
the  early  cases. 

Analysis  has  been  made  of  172  cases  of 
cardiovascular  syphilis  which  were  ad- 
mitted to  the  wards  and  to  the  cardiac 
clinic  of  Bellevue  Hospital  from  1932  to 
1940.  There  were  20  cases  of  early  and 
117  cases  of  advanced  cardiovascular 
syphilis,  and  85  cases  upon  which  an 
autopsy  had  been  performed.  There  were 
39  cases  of  uncomplicated  aortitis,  23 
cases  of  aneurysm,  and  124  cases  of  aortic 
insufficiency. 

In  this  group  of  20  early  cases  only  5 
percent  showed  a pathologic  electrocardi- 
ogram before  a graduated  exercise  test, 
whereas  25  percent  showed  an  abnormal 
response  to  the  exercise  test.  When  the 
test  is  positive,  the  electrocardiogram 
shows  characteristic  upward  or  down- 
ward displacement  of  the  RS-T  junction 
and  modifications  of  the  RS-T  segment  in 
two  or  more  leads,  with  changes  in  the 
initial  deflection  and  ectopic  beats. 

The  electrocardiographic  study  with  the 
exercise  test  was  pei'formed  in  the  con- 
trolled series  of  50  cases  under  45  years 
of  age  with  presumably  normal  hearts 
or  merely  essential  hypertension,  and  one 
positive  result  was  obtained,  while  in  the 
author’s  group  of  20  cases  of  early  cardio- 
vascular syphilis  of  corresponding  age  and 
sex,  5 positive  exercise  tests  were  ob- 
served. Before  the  exertion  test  in  7 
cases  of  aortic  insufficiency,  5 were  nor- 
mal (electrocardiographically.  Following 
exercise,  however,  marked  pathologic 
changes  were  noted.  In  2 cases,  the  STi 
and  ST?  were  negative  and  the  ST3  posi- 
tive ; in  2 others,  the  ST2  and  STs  were 
negative ; while  in  the  remaining  case,  the 
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ST>  alone  was  negative.  All  of  the; 
showed  in  addition  numerous  extra  sy 
toles  from  ectopic  foci. 

A positive  test  with  or  without  angir 
pectoris  in  a syphilitic  under  45  yeai 
of  age  is  strongly  suggestive  of  aortit 
with  involvement  of  coronary  orifice 
After  50,  a positive  test  with  or  withoi 
the  presence  of  cardiac  pain  is  due  rathe 
to  coronary  sclerosis  on  an  inactive  syph 
litic  basis.  Although  the  diagnosis  e 
cardiovascular  syphilis  is  not  justified  0 
the  basis  of  electrocardiographic  finding 
alone,  the  presence  of  a pathologic  elec 
trocardiogram  with  a positive  exercis 
test  is  at  present,  the  author  believes,  th 
only  safe  method  of  establishing  the  diaj 
nosis  of  aortitis  with  coronary  ostia 
stenosis  at  an  early  stage. 


TREATMENT 


Toxicity  of  sulphathiazole.  Lancet,  Lon 

don,  1:  49,  Jan.  II,  1941. 

Moeschliu  and  Hurseliler  ( Schweiz 
med.  Wchnschr.,  Oct.  12,  1940,  p.  972) 
claim  that  sulfathiazole  is  much  less 
toxic  for  red  cells  than  sulfapyridine 
Their  evidence  is  indirect.  They  noticed  < 
that  in  the  blood  of  about  50  percent  ol  i 
patients  receiving  sulfapyridine  some  of 
the  erythrocytes,  when  stained  supra- 
vitally  with  cresyl  blue,  showed  a definite 
intracorpuscular  granule  situated  as  a 
rule  at  the  periphery  of  the  cell.  These 
granules  were  sometimes,  but  not  com- 
monly, found  in  reticulocytes.  In  pa- 
tients treated  with  sulfathiazole,  how- 
ever, the  red  cells  did  not  show  these 
granules  at  all.  To  confirm  this  observa- 
tion, they  gave  the  two  drugs  to  groups 
of  white  mice.  Sulfapyridine  produced 
these  granules  in  the  red  cells  of  about 
75  percent  of  the  animals,  and  the  per- 
centage of  affected  red  cells  ran  roughly 
parallel  with  the  size  of  the  dose.  How- 
ever, sulfathiazole,  even  in  much  larger 
doses  and  given  for  long  periods,  did  not 
cause  the  granules  to  appear.  The  na- 
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ture  of  these  intracorpuscular  granules  is 
not  known,  but  they  have  been  found 
when  methemoglobin  formation  has  oc- 
curred and  they  may  be  produced  by 
hemolytic  drugs  such  as  phenylhydrazine. 
They  seem  to  be  definitely  connected  with 
the  toxic  action  of  drugs  on  the  red  cells. 
Hence,  Moesehlin  and  Hurschler  conclude 
that  sulfathiazole  is  less  toxic  than 
sulfapyridine. 

Sulfathiazole  is  excreted  more  rapidly 
than  sulfapyridine  and  the  maximum  con- 
centration of  sulfathiazole  in  the  serum 
is  neither  so  high  nor  maintained  for  so 
long  ns  that  of  sulfapyridine.  Moesehlin 
tnd  Hurschler  consider  these  points  but 
lo  not  think  they  are  decisive.  They  pre- 
fer a chemical  explanation  and  suggest 
hat  the  absence  of  the  pyridine  ring  may 
nake  sulfathiazole  less  toxic  to  red  cells. 

The  question  of  the  liability  of  sulf- 
inamide  drugs  to  produce  methemoglobin 
las  been  investigated  by  Rimington  and 
.lemmings  (Bioehem.  J.,  33:  980,  1939). 
They  noticed  that,  as  a rule,  substances 
vhich  produced  porphyrinuria  were  also 
•apable  of  producing  methemoglobin  in 
•ivo.  After  examining  several  of  these 
md  related  substances  they  concluded 
hat  it  was  the  presence  of  a free,  or 
mtentially  free,  aromatic  amino  group 
hat  determined  whether  a drug  could 
iiroduce  methemoglobin  and  was  there- 
jore  liable  to  be  toxic.  They  did  not  ex- 
mine sulfathiazole,  but  since  it  has  a 
fee  aromatic  amino  group  like  sulfa- 
1, cridine,  it  is  by  this  criterion  also  likely 
i 5 be  toxic. 

The  explanation  of  sulfathiazole’s  di- 
linished  toxicity  is  not  yet  settled,  and 
seems  premature  to  recommend,  as 
loeschlin  and  Hurschler  do,  the  wliole- 
| lie  substitution  of  it  for  sulfapyridine 
i all  but  a few  special  cases.  A better 
lurse  seems  to  be  that  recommended  by 
•aisford  and  Whitelaw  (Lancet,  2:  451, 
HO)  in  the  treatment  of  pneumonia — to 
ive  sulfapyridine  at  first  in  order  to  get 
l ie  maximum  concentration  in  the  serum 
I :>  soon  as  possible,  and  then  gradually 
‘place  the  sulfapyridine  by  sulfathiazole 
L subsequent  doses.  This  mode  of 
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treatment  exploits  the  pharmacologic 
advantages  of  both  drugs. 

The  surgical  treatment  of  syphilitic  optic 

atrophy  due  to  chiasmal  arachnoiditis. 

Louis  Hausman.  Am.  J.  Ophth.,  St. 

Louis,  24:  119-132,  Feb.  1941. 

The  syndrome  of  failing  vision  and  pri- 
mary optic  atrophy  due  to  syphilitic 
arachnoiditis  of  the  optic  chiasm  and 
nerves  w-as  first  reported  in  1937.  Six 
cases  have  thus  far  been  studied.  In 
three  of  them  craniotomy  was  performed, 
and  in  each  instance  adhesions  were  found 
and  removed  from  the  optic  chiasm  and 
nerves.  These  three  cases  are  considered 
in  this  report.  Clinically  they  were  char- 
acterized by  progressive  loss  of  vision 
culminating  rapidly  in  complete  or  par- 
tial blindness,  primary  optic  atophy,  and 
evidence  of  syphilis. 

Case  1 (the  case  reported  in  1937) . At 
the  time  of  operation  the  left  eye  was 
blind  and  the  right  showed  a temporal 
hemianopsia  with  great  reduction  in 
visual  acuity.  Color  vision  was  lost  in 
both  eyes.  Craniotomy  was  performed 
and  exploration  revealed  dense  adhesions 
around  the  optic  chiasm  and  nerve.  Soon 
after  these  were  freed  vision  began  to 
return.  Two  years  after  operation,  the 
end  result  as  to  the  restoration  of  vision 
is  excellent  for  the  patient  has  retained 
all  her  gains  without  any  relapse.  Visual 
fields  have  expanded  and  visual  acuity  is 
16/15  in  one  eye  and  16/15-2  in  the  other. 
Color  vision  for  red  and  blue  has  also 
returned. 

Case  6.  At  the  time  of  operation  the 
left  eye  had  been  completely  blind  for  8 
years  except  for  a small  sector  of  light 
perception ; the  vision  in  the  other  eye 
was  so  impaired  that  the  perimetric 
studies  could  not  be  used  for  localization 
of  the  lesion.  Since  the  loss  of  vision  had 
continued  despite  intensive  antisyphilitic 
treatment,  a craniotomy  was  performed. 
Adhesions  were  found  around  the  optic 
chiasm,  and  the  left  optic  nerve  was 
found  markedly  atrophied.  About  51/; 
months  after  operation  the  acuity  in  the 
right  eye,  blind  5 years,  had  so  improved 
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that  the  patient  could  read  the  “40”  line 
of  the  Snellen  chart  at  20  cm. ; the  color 
vision  for  red  and  blue  had  also  returned. 

Case  7.  At  operation  visual  acuity  in 
both  eyes  was  so  reduced  that  the  pa- 
tient could  not  get  about  by  herself.  Ex- 
ploration after  craniotomy  revealed  ad- 
hesions around  the  optic  chiasm  and 
nerves,  and  these  were  liberated.  Im- 
provement set  in  gradually ; about  1% 
months  after  operation,  the  light  fields 
showed  marked  expansion  in  both  eyes. 
The  patient  no  longer  needs  a constant 
escort. 

Each  of  these  cases  presented  serologic 
evidence  of  syphilis  in  the  blood,  spinal 
fluid,  or  both,  at  some  time.  The  col- 
loidal gold  curve  in  case  1 was 
0011221100;  in  case  6,  0111100000;  in 
case  7,  1344221100.  A diagnosis  had 
previously  been  given  of  tabetic  optic 
atrophy.  In  cases  1 and  7 there  was 
no  clinical  evidence  of  tabes  in  the  spinal 
cord. 

There  are  certain  signs  which  aid  in 
the  diagnosis  of  syphilitic  chiasmal 
arachnoiditis.  When  patients  with 
syphilis  and  primary  optic  atrophy  pre- 
sent heteronymous  visual  field  defects, 
or  multiple  cranial  nerve  lesions  ad- 
jacent to  the  optic  nerve,  or  when  pri- 
mary optic  atrophy  and  syphilis  are  the 
only  signs  present,  adhesions  at  the  base 
of  the  brain  in  the  region  of  the  chiasm 
should  be  suspected.  When  adequate 
antisyphilitic  treatment!  in  a case  of 
syphilitic  primary  optic  atrophy  fails  to 
arrest  the  progress  of  visual  impairment 
so  that  blindness  threatens,  even  severe 
optic  atrophy  is  no  contraindication  to 
surgery.  When  blindness  is  imminent 
no  reasonable  therapeutic  measure 
should  be  ignored. 

On  the  value  of  sulfanilylaminopyridine 

in  the  treatment  of  gonorrhea.  S.  v. 

Pastinszky.  Wien.  med.  Wchnschr.,  90: 

550-555,  July  27,  1940. 

Sulfanilylaminopyridine  was  used  in 
the  treatment  of  106  men  with  gonor- 
rhea. The  dosage  consisted  of  2 tablets 
3 times  a day  for  4 days  followed  by  a 
rest  period  of  6 or  7 days.  Local  treat- 
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ment  was  also  given.  Cures  were  o 
tained  in  88.6  percent  of  cases  (66  pe 
cent  after  1 course,  17.9  percent  aft 
2,  and  4.7  percent  after  3 courses).  T1 
average  duration  of  treatment  was 
days  as  compared  to  50  or  60  days  wi 
the  old  type  of  therapy.  Acute  anterij- 
urethritis  responded  best  to  treatmefi 
with  96.8  percent  of  cures.  In  easy 
with  acute  epididymitis  72.7  percent 
cures,  in  acute  prostatitis  71.4  perceij 
and  in  chronic  prostatitis  80  percent 
cures  were  obtained.  In  complication 
vaccine  therapy  as  well  as  specij 
local  therapy  is  indicated  in  addition 
chemotherapy. 

The  side  effects  consisted  of  headacl 
and  malaise  (35  percent  of  cases)  a; 
gastric  disturbances  (40  percent 
eases).  Catarrhal  icterus  occurred 
1 patient  and  mild  photosensitivity  in' 
patients.  There  was  no  significant  i 
feet  on  the  number  of  erythrocytes  or  t 
color  index.  Two  patients  had  slig 
leukopenia  and  3 an  increase  in  eosii 
phils.  No  unfavorable  effect  on.  spt 
matogenesis  was  observed. 

Skin  manifestations  due  to  sulfanilami 

and  its  derivatives.  Arthur  M.  Gref 

wood.  New  England  J.  Med.,  Bostf 

224:  237-238,  Feb.  6,  1941. 

Skin  rashes  occurring  in  the  course 
therapy  with  sulfanilamide  or  its  ( 
rivatives  are  multiform  in  character  a 
are  not  specific,  with  the  exception 
those  following  the  use  of  sulfa  thiazo 
They  may  be  manifestations  of  toxem 
sensitization,  or  allergy.  They  may  < 
cur  at  any  time  in  the  course  of  trea 
ment,  but  generally  from  the  fourth 
the  fourteenth  day,  and  in  from  2 to 
percent  of  the  cases,  depending  on  t I 
intensity  of  treatment.  They  are  lil  I 
lier  to  appear  in  areas  exposed  to  si  II 
light  and  may  be  accompanied  by  an 
crease  in  the  excretion  of  porphyrii 
The  occurrence  of  a rash  is  a warni 
of  danger,  and  treatment  with  a sulfor 
mide  should  be  stopped  and  not 
newed  unless  the  gravity  of  the  case  w: 
rants  it.  If  treatment  is  to  be  resum 
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Ihe  patient  should  be  tested  for  sensi- 
tivity with  small  doses  of  the  drug, 
i In  many  cases  the  first  manifestations 
f the  toxic  type  of  eruption  due  to  over- 
dosage  are  shown  by  a faint,  finely  papu- 
u'  rash  on  the  arms,  perhaps  accom- 
panied by  mild  itching  and  fever.  If 
ihe  drug  is  continued,  the  rash  spreads 
ud  becomes  maculopapular,  scarlatini- 
irm,  or  morbilliform.  It  may  involve 
le  whole  body  or  be  limited  to  various 
arts.  There  is  no  lymphadenitis  accom- 
anying  it.  On  discontinuing  the  drug, 
ie  fever  goes  and  with  it  the  rash,  oc- 
isionally  leaving  the  involved  surfaces 
Bsquamatiug.  In  some  cases  the  rash 
isappears  even  though  the  drug  is  con- 
nued.  In  others,  after  cessation  of 
ilfanilamide  and  the  disappearance  of 
ie  rash,  the  drug  may  be  resumed  in 
oderate  dosage  without  untoward 
mptoms.  Such  cases  may  be  consid- 
ed  to  be  due  to  direct  toxicity  of  the 
■ug,  either  from  primary  overdosage 
r the  patient  or  from  accumulation, 
here  is  no  allergy  and  no  gradually 
lilt-up  sensitization. 

Patients  who  show  a purely  allergic 
jlfect  have,  early  in  the  course  of  ad- 
t inistration  of  sulfanilamide,  intense 
-Idling,  sneezing,  lachrymation,  and 
f spnea,  with  edema  of  the  lips,  eyelids, 
d face.  The  eruption  may  be  urticar- 
hemorrhagic,  or  bullous.  Patch  and 
patch  tests  may  be  positive  for  the 
ug- 

Allergotoxic  effects,  those  caused  by 

t”adual  sensitization,  ordinarily  appear 
er  in  the  course  of  therapy,  from  the 
jrenth  to  the  fourteenth  day  of  average 
■sage  with  sulfanilamide.  The  eruption 
I generally  maculopapular  and  accom- 
|nied  by  pruritus  and  urticarial  lesions, 
fever,  and,  in  some  cases,  by  leukoey- 
is.  Resumption  of  sulfanilamide,  after 
continuance  of  treatment  and  the  dis- 
■ pearance  of  the  rash,  is  quite  certain  to 
t ug  on  a recurrence  of  the  reaction. 

■ Sulfanilamide  rashes  are  multiform, 
ley  may  be  erythematous,  papular,  mor- 
I'lliform,  scarlatiniform,  urticarial,  pe- 
;(®hial,  or  bullous.  The  mucous  mem- 
nes  may  be  affected.  The  rash  may 


| 

t; 

I 


k" 


liereal  Disease  Information,  April  194i 


r i 


be  limited  or  general,  accompanied  or  un- 
accompanied by  fever  and  itching.  Ex- 
foliative dermatitis  has  been  a sequel  in 
some  cases.  One  case  has  been  reported 
in  which  a fixed  eruption  was  produced 
by  sulfanilamide  and  sulfapyridine.  Most 
cases  are  maculopapular,  not  generalized, 
and  are  accompanied  by  fever  and  pruri- 
tus. The  only  difficulty  in  diagnosis  is  to 
distinguish  the  morbilliform  type  from 
measles  and  the  scarlatiniform  type  from 
scarlet  fever.  The  average  interval  be- 
tween beginning  administration  of  the 
drug  and  the  appearance  of  the  rash  falls 
within  the  period  of  incubation  of  the 
common  infectious  fevers.  With  a mor- 
billiform sulfanilamide  rash,  however, 
Koplik’s  spots,  catarrhal  symptoms,  and 
lymphadenitis  are  not  present.  In  a scar- 
latiniform sulfanilamide  rash  the  char- 
acteristic tongue  and  throat  of  scarlet 
fever  are  absent. 

Persons  sensitive  to  local  anesthetics 
and  those  who  have  had  other  drug  rashes 
are  likelier  than  others  to  be  sensitive  to 
sulfanilamide. 

Treatment  of  paresis  and  tabes  with 

roentgen  rays.  F.  Bering.  Med.  Welt, 

Berlin,  14:  1066-1068,  Oct.  19,  1940. 

Roentgen-ray  therapy  was  tried  in  pa- 
tients with  general  paresis  and  tabes  in 
whom  malaria  treatment  was  contrain- 
dicated. All  parts  of  the  head  were  ex- 
posed to  the  rays.  According  to  the 
author  there  are  no  contraindications  to 
this  type  of  therapy  since  with  the  proper 
technic  there  is  no  danger.  The  dis- 
advantage is  temporally  loss  of  hair.  A 
total  of  130  patients  were  treated.  The 
therapeutic  effects,  according  to  the  au- 
thor, are  comparable  to  those  obtained 
with  malaria.  Some  patients  who  had 
not  responded  to  malaria  treatment  were 
consequently  improved  by  roentgen-ray 
therapy.  Another  advantage  of  this 
treatment  is  that  the  patients  do  not  have 
to  be  hospitalized. 

In  patients  with  tabes  subjective  and 
also  objective  disturbances  were  favor- 
ably influenced.  The  effect  on  the  cere- 
brospinal fluid  was  better  in  paresis  than 
in  tabes. 


139 


A comparison  between  several  arsphena- 
mine  derivatives.  More  rapid  “mili- 
tary” or  “port  treatment”  for  syphilis. 

R.  D.  G.  P.  Simons.  Geneesk.  tijdschr. 
v.  Nederl. -Indie,  Batavia,  80:  2244- 
2260,  Sept.  17,  1940. 

A comparative  study  was  made  of  neo- 
arspkenamine,  neoarsphenamine  - Billon, 
solusalvarsan,  alasphine,  and  mapharsen. 
The  results  obtained  with  the  Netherlands 
alasphine  and  neoarsphenamine-Billon 
were  apparently  as  satisfactory  as  those 
obtained  with  neoarsphenamine.  Favora- 
ble results  were  also  obtained  with 
mapharsen  whereas  solusalvarsan  was 
found  to  be  much  more  toxic  than  the 
other  preparations.  It  was  found  that 
neoarsphenamine,  alasphine,  and  maphar- 
sen could  be  injected  daily  without  greatly 
increased  risk  of  toxic  reactions  and  with 
good  results.  The  author  recommends 
hyperintensive  treatment  in  wartime  and 
for  the  treatment  of  sailors.  If  toxic  re- 
actions occur,  treatment  should  be 
changed  to  the  classic  type. 

Round-table  conference  on  recent  ad- 
vances in  chemotherapy.  The  sulfanila- 
mide-gonorrhea romance.  Pelouze. 
Pennsylvania  M.  J.,  Harrisburg,  44: 
586-587,  Feb.  1941. 

Pelouze  explains  what  lie  calls  the 
“sulfanilamide  fiasco”  by  the  fact  that 
urologists  had  forgotten  that  the  ways 
of  gonorrhea  easily  fool  the  physician. 
They  erroneously  assumed,  therefore, 
that  every  patient  who  eventually  re- 
covered from  his  gonorrhea  did  so  be- 
cause of  sulfanilamide.  As  a result 
cure-rates  of  50  to  90  percent  or  more 
were  claimed,  whereas  a generous  sci- 
entific estimate  should  have  given  not 
more  than  30  percent.  Sulfanilamide  is 
now  proven  to  be  the  least  effective  of  the 
three  sulfonamides,  and  many  investi- 
gators believe  that  it  should  not  be  em- 
ployed for  any  type  of  gonorrhea.  It 
not  only  cures  fewer  patients  but  pro- 
duces carriers  at  as  high  a rate  as  20 
percent.  When  these  carriers  transmit 
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the  disease  to  other  individuals  most,  i 
not  all,  of  these  persons  become  totalb 
asymptomatic  carriers.  However,  wliei 
in  turn,  they  pass  on  the  infection,  tin 
third  party  has  frank  gonorrhea. 

By  relying  on  the  older,  so-called  test: 
of  cure  and  a persistently  clear  uriiu 
for  2 weeks  or  longer,  one  gonococcu: 
carrier  out  of  every  3 cases  will  be  sen 
into  society.  If  most  careful  microscopi< 
searches  are  added,  the  margin  of  erroi 
is  only  1 out  of  20;  adding  cultura 
studies,  about  1 out  of  100  will  be  missed 
There  is  ample  experimental  reasoi 
to  believe  that  both  sulfapyridine  am 
sulfathiazole  will  give  higher  cure-rate: 
than  sulfanilamide.  Some  careful  clini 
cians  have  attributed  to  both  apparen 
cure-rates  of  from  80  to  90  percent.  A: 
sulfathiazole  is  far  less  toxic  it  is  obvi 
ously  the  best  and  safest  drug.  In  tin 
treatment  of  urogenital  gonorrhea  higl 
blood  concentration  is  not  a factor  o 
any  importance ; some  of  the  best  result; 
have  occurred  where  this  eoncentratioi 
was  never  higher  than  1.5  mg.  per  100  cc 
of  blood,  and  some  of  the  most  disma 
failures  have  occurred  in  patients  when 
it  reached  15.0'  mg.  Thus,  high  dosag< 
is  not  needed.  The  treatment  may  b( 
started  with  3.0  gm.  per  day,  reducing 
the  dosage  to  2.0  gm.  after  the  first 
3 days,  and  as  good  results  will  be  ob 
tained  as  are  to  be  had  with  liighet 
dosage.  If  the  patient  is  not  symptom 
free  by  the  end  of  5 days  of  medication 
he  c'an  safely  be  classed  as  a drug  fail 
ure ; after  a few  days’  rest,  anothei 
sulfonamide  can  be  substituted.  It  1 
also  scientifically  safe  to  say  that  il 
the  patient  is  not  cured  by  the  end  ol 
10  days  the  drug  used  will  not  cure  him 
In  order  to  have  the  real  value  ol 
these  drugs  it  will  be  necessary  to  keei 
patients  under  far  better  control  thai 
is  now  the  case.  At  least  75  percent  ol 
these  patients  lapse  treatment  long  be 
fore  cure  has  taken  place.  In  some  dis 
pensaries,  this  lapse  rate  is  over  9( 
percent. 
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Fever  therapy  in  diseases  of  the  nervous 
system.  Samuel  H.  Epstein  and  Harry 
C.  Solomon.  M.  Clin.  North  America, 
Philadelphia,  24:  1555-1572,  Sept.  1940. 

In  neurosyphilis  the  three  outstanding 
i factors  relating  to  the  mechanism  of  arti- 
Qeial  fever  therapy  are  : (1)  The  destruc- 
tion of  invading  spirochetes  by  elevation 
of  body  temperatures ; (2)  the  biologic 
response  to  nonspecific  foreign  protein 
shock;  and  (3)  the  alteration  produced 
. n the  brain  parenchyma  by  the  malarial 
[.organism. 

Malaria  is  well  established  throughout 
lithe  world  as  standard  treatment  for 
taretic  neurosyphilis.  Since  1931  electro- 
oyrexia  has  been  used.  Comparative 
revaluation  of  the  two  methods  is  difficult 
| jecause  there  are  hardly  two  groups  of 
i oases  in  literature  that  are  comparable 
i vith  each  other.  Electropyrexia  is  indi- 
ated  especially  in  the  Negro  race,  many 
>f  whom  are  immune  to  malaria.  Cardiac 
md  renal  diseases  are  contraindications 
o the  use  of  malaria.  The  authors  stress 
he  value  of  the  combination  of  tryparsa- 
nide  with  fever  therapy.  They  say  that 
ryparsamide  is  capable  of  producing 
leneflcial  results  similar  to  those  pro- 
duced by  malarial  therapy  and  that  a 
onsiderable  number  of  preliminary  tryp- 
rsamide  injections  greatly  enhances  the 
lossibility  of  therapeutic  success  in  the 
reatment  of  paretic  neurosyphilis. 

The  therapeutic  effect  of  fever  upon  the 
ourse  of  tabes  dorsalis  is  not  so  strik- 
ing. Serologic  reversal  is  frequently  ac- 

iomplished  but  clinical  cures  are  not 
eadily  forthcoming.  In  the  authors’  ex- 
erience  tabetics  with  cord  bladders  are 
rone  to  develop  serious  complications 
ue  to  infection.  Some  relief  in  patients 
;'ith  gastric  crises  has  been  obtained.  In 
ptic  atrophy  malaria  is  of  distinct  value 
i arresting  the  progress  of  visual  loss. 

In  early  meningeal  syphilis,  neither 
ryparsamide  nor  fever  therapy  is  ad- 
isable  at  the  start  of  treatment,  but  may 
e used  after  2 or  3 years  of  treatment 
l patients  with  resistant  spinal  fluid 


serology.  Only  about  a third  of  the  pa- 
tients with  vascular  neurosyphilis  show 
good  results.  Malaria  is  contraindicated 
on  account  of  the  deleterious  effects  upon 
the  circulatory  system. 

Accumulated  clinical  evidence  indicates 
that  fever  therapy  adequately  prevents 
clinical  neurosyphilis.  Patients  who  re- 
ceive adequate  chemotherapy  and  later 
malaria  treatment  showed  no  clinical 
progression.  Therefore  in  recent  years, 
mechanical  hyperpyrexia  has  been  em- 
ployed in  asymptomatic  neurosyphilis. 
The  authors  recommend,  as  the  best 
method  of  treatment  of  resistant  neuro- 
syphilis, combined  artificial  fever  therapy 
and  chemotherapy. 

The  results  of  fever  therapy  in  cases  of 
juvenile  paresis  are  not  so  favorable  as 
in  the  acquired  disease.  The  authors’ 
experience  with  malaria  in  this  disease 
has  yielded  unsatisfactory  results,  and 
this  was  true  with  electropyrexia  also. 
In  a series  of  30  cases  of  juvenile  paresis, 
3 patients  developed  interstitial  keratitis 
subsequent  to  fever  treatment  and  while 
receiving  arsenical  treatment,  and  4 pa- 
tients of  the  series  of  9 cases  of  nonparetic 
congenital  neurosyphilis,  who  were  not 
given  fever  therapy,  likewise  developed 
interstitial  keratitis.  This  would  appear 
to  be  more  than  a coincidence.  The 
hypothesis  is  advanced  that  the  febrile 
condition  enhances  the  possibility  of  the 
appearance  of  an  interstitial  keratitis  (a 
gummatous  lesion)  in  a patient  with  an 
essentially  parenchymatous  disease. 

Temperature  swing  in  the  treatment  of 
general  paresis.  Hypohyperthermia 
method.  H.  C.  Solomon,  I.  Kopp  and 
A.  S.  Rose.  Am.  J.  Syph.,  Gonor.  & 
Ven.  Dis.,  St.  Louis,  25:  96-102,  Jan. 
1941. 

The  authors  suggest  that  relatively 
wide  swings  of  temperature  may  be  an 
effective  method  for  the  treatment  of 
syphilis  of  the  central  nervous  system. 
They  describe  the  method  and  the  imme- 
diate effects  of  lowering  body  tempera- 
ture to  approximately  90°  and  then  im- 
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mediately  raising  it  to  104°,  giving  a 
temperature  swing  of  approximately  14°. 

In  reducing  the  temperature  of  pa- 
tients, the  authors  followed  the  technic 
of  Fay.  It  was  necessary  to  anesthetize 
the  patients  before  applying  cold  to  their 
bodies.  Without  anesthesia  the  patients 
were  extremely  uncomfortable,  and  shiv- 
ering and  other  mechanisms  were  effec- 
tive in  holding  their  temperatures  almost 
constant  beyond  the  period  of  tolerance 
of  the  cold.  When  the  patients  were 
anesthetized,  there  was  little  or  no  shiv- 
ering, 'and  the  temperatures  fell  promptly 
when  the  ice  was  placed  about  their 
bodies. 

Pentothal  sodium,  administered  intra- 
venously, proved  to  be  the  most  satis- 
factory anesthetic,  because  it  produced 
anesthesia  which  was  not  too  prolonged, 
yet  sufficiently  deep  to  eliminate  mus- 
cular jerkings  and  shiverings.  The  only 
complication  was  thrombosis  of  those 
veins  into  which  the  drug  h'ad  been  in- 
jected, which  occurred  in  an  unfortu- 
nately high  percentage  of  the  cases. 

A summary  of  the  technic  is  as  fol- 
lows: (1)  The  patient  is  prepared  by  a 
cleansing  enema  on  the  evening  before, 
and  by  the  omission  of  breakfast.  (2) 
After  a period  of  10  or  15  minutes  for 
stabilization  of  the  temperature,  7 to 
10  grains  of  pentothal  sodium  is  injected 
slowly.  (3)  Approximately  100  pounds 
of  finely  cracked  or  shaved  ice  is  placed 
about  the  patient  from  the  axillae  to 
below  the  knees,  excluding  the  back. 
One  arm  is  kept  exposed  for  blood  pres- 
sure readings  and  subsequent  venipunc- 
tures. (4)  More  pentothal  is  injected 
from  time  to  time  in  decreasing  doses  to 
maintain  the  anesthesia.  (5)  When  the 
temperature  falls  to  the  desired  level, 
the  ice  is  removed,  the  body  surface  is 
dried,  warm  blankets  are  applied,  the 
cabinet  cover  is  lowered,  and  the  heat 
turned  on.  (6)  After  the  patient’s  tem- 
perature begins  to  rise,  the  inductotherm 
is  turned  on  and  the  cabinet  temperature 
maintained  at  102°  to  105°  F.  until  the 
patient’s  rectal  temperature  reaches  the 
desired  level  above  normal.  (7)  The 
cabinet  is  then  opened,  and  the  body 
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temperature  is  allowed  to  return  to  nor- 
mal. 

Iu  the  patients  treated  thus,  the  swing 
of  temperature  from  normal  to  approxi- 
mately 90°  F.  and  from  90°  F.  to  104° 
or  105°  F.  and  back  to  normal  was  readily 
effected  and  caused  no  noteworthy  disturb- 
ance. A few  hours  after  the  conclusion 
of  treatment  such  patients  were  able  to 
be  up  and  about  with  apparently  no  de- 
layed symptoms  or  discomfort. 

The  dulling  of  the  cerebral  centers  by 
the  anesthetic  during  the  uncomfortable 
period  of  recovery  of  body  temperature 
was  not  the  only  fortunate  effect  ob- 
served. The  discomfort  ordinarily  felt 
by  a patient  when  his  temperature  was 
raised  above  normal  by  physical  methods 
was  considerably  less  after  the  cooling 
process  than  when  he  started  an  upward 
rise  in  temperature  from  the  normal 
level.  This  factor  could  not  be  measured, 
but  it  was  observed  in  every  case. 

Eight  patients  were  treated  in  this 
manner  (a  total  of  37  treatments).  It 
is  impossible  to  draw  any  definite  con- 
clusions yet  as  to  the  efficacy  of  this 
temperature-swing  method  in  compari- 
son with  the  ordinary  fever  treatment. 
A year  or  two  of  observation  of  a large 
group  of  patients  will  be  required  before 
any  definite  therapeutic  conclusions  will 
be  justified. 
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Dangers  of  sulphapyridine.  A.  W. 

Frankland.  Brit.  M.  J.,  London,  1:  33, 

Jan.  4,  1941. 

In  this  letter  to  the  editor  the  author 
says  that  he  does  not  agree  with  Cor- 
field’s  statement  (Brit.  M.  J.,  2:  G82,  Nov 
16,  1940)  that  sulfapyridine  soluble  can 
be  injected  into  the  gluteal  muscles  with 
out  any  particular  precautions. 

If  given  subcutaneously  ulceration  oi 
the  skin  with  a persistent  sinus  results 
If  given  deeply  there  is  a grave  dangei 
that  one  of  the  larger  branches  of  the 
sciatic  nerve  will  be  involved.  The  authoi 
says  that  he  has  seen  six  cases  of  foot 
drop  with  varying  degrees  of  a nes thesis 
result  from  this  accident.  Although  mosi 
patients  showed  varying  degrees  of  re 
covery,  often  with  intensely  painfu 
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nuscles,  one  patient  showed  almost  com- 
pete foot  drop  after  3 months.  In  an- 
other case,  gluteal  paresis  developed,  so 
hat  the  patient  was  unable  to  fix  the 
jelvis  3 months  after  receiving  the  in- 
ection.  Children  seem  particularly  liable 
o have  gluteal  weakness  due  to  the  mo- 
or nerve  being  partially  or  completely 
destroyed.  As  long  as  the  affected  muscle 
■esponds  to  faradism  a nearly  complete 
recovery  appears  to  take  place.  Unless 
;here  is  a good  and  plentiful  blood  supply 
o the  part  injected  no  absorption  takes 
dace,  so  that  destruction  of  the  adjacent 
issue  begins.  Microscopically,  at  first, 
here  is  what  appears  to  be  a hyaliniza- 
:;ion  of  the  cells  where  the  solution  has 
•eached.  If  the  blood  supply  is  good  the 
luid  is  absorbed  and  the  cells  ultimately 
recover,  but  if  the  blood  supply  is  bad 
he  cells  undergo  necrosis  and  later 
pbrosis. 

The  author  believes  that  3 cc.  is  the 
maximum  amount  of  sulfapyridine  soluble 
that  should  ever  be  used  in  one  place  at 
Ibne  time,  because  the  body  is  unable  to 
jjabsorb  more,  and  instead  of  its  being 
; absorbed  it  destroys  the  adjacent  tissues. 

This  amount  (3  cc.)  is  probably  a dan- 
\ gerous  amount  to  give  to  a child. 

Intramuscular  injections  of  the  drug 
should  be  given  only  in  an  emergency 
while  arrangements  are  being  made  to 
< administer  it  intravenously.  It  should  be 
given  only  when  the  patient  cannot 
1 absorb  the  drug  from  the  stomach  or  if  a 
high  concentration  is  required.  Though 
crippling  dangers  are  rare  at  present, 
This  is  no  excuse  for  not  knowing  that 
they  may  occur,  especially  when  with  the 
increasing  use  of  the  intramuscular  route 
in  inexperienced  hands  they  will  become 
more  common. 

Syphilis  in  the  pregnant  woman.  Mor- 
timer D.  Speiser.  New  York  State  J. 

Med.,  New  York,  41:  240-246,  Feb.  1, 

1941. 

A special  prenatal  syphilis  clinic  was 
organized  at  Bellevue  Hospital  6 years 
ago.  In  the  last  16,437  deliveries  at  Belle- 
vue Hospital  there  were  790  cases  diag- 
nosed as  having  syphilis,  an  incidence  of 
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4.8  percent.  After  an  evaluation  of  the 
patient’s  history,  the  physical  examina- 
tion, and  serologic  tests,  a total  of  632 
cases  were  chosen  for  study — 580  classi- 
fied as  acquired  syphilis  and  52  as  defi- 
nitely or  possibly  congenital  syphilis. 

Previous  therapy  was  admitted  in  57.2 
percent  of  the  acquired  cases ; in  21.2 
percent  there  was  a history  suggestive  of 
early  manifestations,  and  in  1.4  percent 
of  late.  In  only  9 percent  was  a history 
obtained  of  known  syphilitic  offspring 
who  had  either  died  as  a result  of  their 
infection  or  were  under  treatment.  Late 
abortions,  premature  deliveries,  and  term 
stillbirths  occurred  iu  18.8  percent  of  the 
cases,  and  in  24.7  percent  no  significant 
data  could  be  elicited  in  the  history  re- 
garding a previous  syphilitic  infection. 

In  the  congenital  group  a history  of 
treatment  was  obtained  in  65  percent  of 
the  cases,  while  88  percent  gave  a history 
of  previous  lesions  suggestive  of  syphilis. 
The  physical  examination  at  the  time  of 
admission  revealed  early  syphilitic  lesions 
in  8.1  percent  of  the  patients  and  late 
lesions  in  3.3  percent.  Therefore,  88.6 
percent  of  the  patients  with  acquired 
syphilis  were  clinically  latent.  In  the 
congenital  group,  manifestations  were 
present  iu  65  percent. 

The  value  of  serologic  tests  in  estab- 
lishing the  diagnosis  of  syphilis  is  shown 
by  the  results  of  the  tests  in  these  cases. 
At  Bellevue  Hospital  only  the  comple- 
ment fixation  test  is  employed,  using  both 
alcoholic  and  eholesterinized  antigens. 
In  24.7  percent  of  the  cases  the  diagnosis 
was  established  on  repeated  positive  re- 
actions. In  37.6  percent  there  was  a 
strongly  positive  reaction  as  well  as  a 
highly  significant  or  suggestive  history. 
In  16.5  percent  there  was  a positive  re- 
action with  associated  physical  findings, 
while  in  21.2  percent  there  was  a nega- 
tive or  equivocal  reaction  with  a history 
of  previous  treatment. 

While  the  effect  of  pregnancy  upon 
syphilis  offers  a field  for  continued  ob- 
servation there  is  little  doubt  as  to  the 
disastrous  effect  of  syphilis  upon  preg- 
nancy. There  were  95  untreated  moth- 
ers with  syphilis  who  delivered  97  babies, 
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and  premature  termination  occurred  in 
51.5  percent  of  the  cases.  In  81.5  per- 
cent there  were  deaths  due  to  syphilis 
or  live  born  babies  with  syphilis,  while 
only  13.4  percent  were  free  from  the 
disease.  Faulty  presentation  occurred 
in  12.4  percent.  In  patients  with  early 
lesions  who  had  received  no  treatment, 
54  percent  had  a morbid  post  partum 
course.  In  the  entire  untreated  group, 
the  morbidity  was  23.1  percent. 

A total  of  566  cases  were  studied  from 
the  standpoint  of  the  effect  of  syphilis 
upon  pregnancy  and  the  value  of  treat- 
ment. There  were  517  babies  delivered 
of  512  mothers  who  had  acquired  syph- 
ilis. Treatment  given  only  during  preg- 
nancy salvaged  61.9  percent  of  the  babies, 
while  treatment  given  both  before  and 
during  pregnancy  saved  92.1  percent  of 
the  babies.  A disastrous  result  in  the 
latter  group  occurred  in  only  4.1  per- 
cent while  in  the  former  group  it  oc- 
curred in  25  percent.  Where  treatment 
was  started  any  time  after  the  sixteenth 
week  of  gestation  even  in  the  absence  of 
previous  therapy,  the  incidence  of  pre- 
maturity was  reduced  to  14  percent, 
disastrous  results  occurred  in  29.5  per- 
cent, and  55.6  percent  were  free  of  the 
disease. 

The  treatment  of  the  syphilitic  pre- 
natal patient  depends  upon  the  absence 
of  medical  and  obstetric  contraindica- 
tions, the  stage  of  the  syphilitic  process, 
the  length  of  gestation,  and  the  tolerance 
for  the  drugs  employed.  A definite  con- 
clusion as  to  the  status  of  the  newborn 
child  often  cannot  be  reached  before 
it  is  discharged  from  the  hospital. 
Treatment  should  he  withheld  until  a 
definite  diagnosis  is  established. 

Massive  arsenotherapy  in  syphilis.  Brit. 

M.  J„  London,  2:  911,  Dec.  28,  1940. 


on  the  maintenance  of  an  adequate  con- 
centration of  the  drug  in  the  tissues  over 
a sufficient  period. 

Massive  arsenotherapy  seems  to  give 
results  as  satisfactory  as  standard  meth- 
ods, does  not  unduly  upset  the  patients, 
and  under  hospital  conditions  seems  to 
be  practical.  If  a patient  is  cured  in 
5 days  instead  of  a year  there  is  a big 
saving  in  time,  and  he  is  kept  under 
control  during  the  contagious  stage  of 
the  disease.  For  these  reasons  it  seems 
to  be  particularly  applicable  to  military 
service  (British)  patients. 

It  is,  however,  doubtful  whether  any 
large  proportion  of  civilian  patients  could 
be  persuaded  to  stay  in  a hospital  for 
the  necessary  period,  when  (under  ordi- 
nary methods  of  treatment)  they  could 
carry  on  their  work  and  have  their 
treatment  at  the  same  time,  attending 
a clinic  perhaps  once  a week.  It  is  open 
to  question  whether  hospitalization  of 
patients  is  economically  sound.  If  the 
method  became  general  a large  number 
of  beds  would  be  required,  so  that  it  is 
doubtful  whether  there  would  be  any 
saving  in  expense. 

Until  much  more  time  has  elapsed, 
and  it  can  be  proved  that  permanent 
cure  results  in  a high  proportion  of 
cases,  syphilologists  will  be  wise  to  sus- 
pend judgment.  It  is  desirable  that 
some  trial  be  made  of  the  effect  of  mas- 
sive therapy  on  syphilis  in  females  and 
on  the  various  forms  of  late  syphilis, 
and  also  of  the  results  to  be  obtained  by 
including  some  form  of  bismuth  in  the 
treatment  schedule. 
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A review  of  58  cases  of  tabetic  arthrop- 
athy. Maurice  M.  Pomeranz  and  Abra- 
ham S.  Rothberg.  Am.  J.  Syph., 
Conor.  & Veil.  Dis.,  St.  Louis,  25:  103- 
119,  Jan.  1941. 


The  author  discusses  the  intravenous 
drip  method  of  administering  arsenical 
treatment  for  syphilis  and  quotes  the 
statistics  on  results  of  such  treatment 
(previously  published). 

He  states  that  the  action  of  such 
treatment  seems  to  be  analogous  to  that 
of  sulfanilamide.  That  is,  it  depends 

144 


The  authors  review  the  cases  of  58  pa- 
tients with  tabetic  arthropathy.  The 
largest  number  of  cases  occurred  during 
the  fifth  and  sixth  decades  of  life.  There 
were  42  males  (average  age,  43.5  years) 
and  16  females  (average  age,  51.0  years). 

The  knee  joint  was  affected  in  30  cases 
(38.5  percent),  the  hip  in  14  (18.0  per- 
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cent),  the  tarsal  joints  in  15  (19.0  per- 
cent), the  ankle  in  6,  the  spine  in  5,  the 
toes  in  3,  the  shoulder  in  3,  and  the  pelvis 
in  2 cases.  Multiple  involvement  oc- 
curred in  19  cases.  There  were  12  in- 
stances of  bilateral  disease — the  hips  were 
affected  in  3,  the  knees  in  4,  and  the  feet 
in  5 cases. 

The  authors  believe  that  careful  roent- 
igenographic  examination  affords  the 
most  reliable  means  for  diagnosis  and 
frequently  reveals  an  unsuspected  neuro- 
arthropathy. The  neurologic  examina- 
:ion  is  more  frequently  positive  than  the 
serologic  tests  and  is  therefore  a more 
accurate  guide  in  the  diagnosis  of  this  dis- 
order. In  the  absence  of  clinical  tabes 
he  diagnosis  of  tabetic  arthropathy  de- 
fends upon  the  roentgenographic  and 
'serologic  findings.  Pain  is  usaaally  pres- 
et, but  it  disappears  late  in  the  disease. 

In  this  series  the  blood  Wassermann 
:est  was  positive  in  48  percent  of  the 
'oases,  and  the  spinal  fluid  was  abnormal 
n 43  percent.  The  serologic  tests  were 
positive  in  50  percent  of  the  cases  of  pa- 
rents with  neurologic  evidence  of  tabes. 

In  the  early  stages  of  the  disease  in 
hese  cases,  rest  in  bed,  traction,  braces, 
or  supports  were  employed.  Repeated 
inspirations  were  performed  in  order  to 
ivoid  distention  of  the  joint  with  result- 
ng  relaxation  or  subluxation.  In  some 
>f  the  cases  conservative  therapy  had  to 
>e  continued  because  of  associated  syphi- 
itic  disease  or  because  of  the  fear  of 
>recipitating  serious  central  nervous  sys- 

(em  complications  following  surgery.  In 
spite  of  this  precaution,  one  of  the  pa- 
tents had  delirium  tremens,  2 became 
ncontinent,  and  one  had  a postoperative 
ntestinal  obstruction. 

The  authors  discuss  the  prognostic 
| 'alue  of  the  clinical  or  roentgenologic 
'Stimate  of  the  degree  of  fusion  follow- 
ng  arthrodesis.  It  is  at  times  manifestly 
mpossible  to  determine  roentgenologieally 
hat  fusion  has  occurred  or  to  predict  that 
t will  be  progressive.  The  altered  ap- 
>earance  of  the  joint  following  surgery 
ntroduces  confusing  elements  which 
mllify  the  usual  criteria  employed  by 
■oentgenologists  to  determine  the  pres- 
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ence  of  an  ankylosing  process.  Clinically, 
likewise,  such  determination  is  not  sim- 
ple and  is  frequently  misleading.  The 
“practically  completely  fused”  joints  or 
those  in  which  a “few  degrees  of  motion 
exist”  following  arthrodesis  and  which 
are  optimistically  expected  to  progress  to 
complete  fusion  frequently  break  down 
and  become  unstable  joints.  Thus,  limita- 
tion of  motion  following  arthrodesis  is  no 
indication  that  fusion  is  occurring  or 
that  a partially  ankylosed  joint  will 
necessarily  progress  to  complete  fusion. 

In  this  group  of  58  cases,  21  operations 
were  performed  on  18  patients,  2 of  whom 
died  following  knee  fusions.  Although  a 
total  of  11  fusion  operations  were  per- 
formed, the  only  satisfactory  results 
were  obtained  in  the  cervical  spine  and  in 
a knee  case.  There  were  2 fusion  and  2 
reconstruction  operations  on  the  hip,  all 
of  which  were  unsuccessful.  (The  au- 
thors state  that  it  is  fairly  safe  to  predict 
that  no  hip  joint  can  be  successfully 
fused.)  Fusion  operations  were  per- 
formed on  the  knee  joint  in  S cases  with 
only  1 satisfactory  result.  In  1 synovec- 
tomy of  the  knee,  pain  became  so  agoniz- 
ing that  a low  thigh  amputation  was 
necessary.  Three  amputations  were  per 
formed  because  the  extensive  disorgani- 
zation of  the  joints  precluded  any  pos- 
sibility of  a satisfactory  arthrodesis. 

Gonococcal  pelvic  inflammation.  James 

C.  Goodwin.  Canad.  M.  A.  J.,  Montreal, 

44:  136-140,  Feb.  1941. 

The  incidence  of  pelvic  infection  has 
been  and  should  continue  to  be  reduced 
with  adequate  modern  gonorrheal  ther- 
apy, including  the  use  of  sulfapyridine. 
In  110  cases  of  culturally  proven  gon- 
orrhea in  females  recently  treated  at  the 
clinic  of  the  Toronto  General  Hospital 
no  patient  developed  pelvic  inflammation 
during  or  following  ambulant  treatment 
with  sulfanilamide,  disulfanilamide,  or 
sulfapyridine.  Four  patients  had  shown 
evidence  of  beginning  extension  of  gono- 
coccal infection  to  the  pelvis. 

Gonococcal  infection,  whether  in  ure- 
thra and  cervix  or  in  the  upper  pelvic 
tissues,  tends  to  become  localized  and  self- 
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limited ; it  presents  a remarkable  tend- 
ency to  resolve,  often  completely.  Pelvic 
invasion  of  the  gonococcus  appears  to  be 
governed  by  factors  associated  with 
menstruation,  unsatisfactory  treatment, 
coitus,  surgical  interference  with  the 
cervix,  and  others,  such  as  alcoholic 
excess,  fatigue,  malnutrition.  Practi- 
cally all  initial  attacks  of  gonococcal  pel- 
vic infection  clinically  tend  to  recover 
completely  if  recurrence  can  be  pre- 
vented. 

Sulfapyridine  seems  to  be  of  value  in 
limiting  the  extent  and  duration  of  pelvic 
infection.  Surgical  treatment,  except  for 
posterior  colpotomy,  should  be  reserved 
for  the  recurrent  case,  and  then  for  the 
treatment  of  the  sequelae  of  the  infection 
rather  than  the  infection  itself. 


PATHOLOGY 


Syphilis  of  the  eyes.  Joseph  Igersheimer. 

Proc.  New  York  Soc.  Clin.  Ophth.,  Am. 

J.  Ophth.,  Cincinnati,  24:  67-68,  Jan. 

1941. 

Igersheimer  stated  that  a change  is 
occurring  in  the  character  of  syphilis,  as 
shown  in  a greater  rarity  of  the  tertiary 
and  malignant  forms.  Due  to  early  treat- 
ment even  primary  syphilis  and  the  con- 
genital form  with  its  concomitant  kera- 
titis parenehymatosa  are  more  rarely 
seen.  Occasionally  primary  and  tertiary 
affections  of  the  lids,  such  as  chancres 
and  a mucopurulent  conjunctivitis  in 
which  spirochetes  are  found,  are  seen  in 
infants. 

In  experimental  keratitis  what  appears 
to  be  fine  precipitates  are  mostly  new 
formations  on  the  endothelium  and  often 
give  rise  to  ruptures  of  Descemet’s  mem- 
brane and  an  inflammatory  reaction  in  the 
deeper  corneal  layers.  Just  as  in  the  ad- 
vanced stages  of  the  human  type,  experi- 
mental keratitis  does  not  respond  to  anti- 
syphilitic therapy.  In  the  acquired  types 
it  has  frequently  been  shown  that  there 
is  a history  of  congenital  syphilis.  In 
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keratitis  pustuliformis  profunda,  thougl 
no  spirochetes  are  found,  there  is  alwayi 
a positive  Wassermann,  and  usually  anti 
syphilitic  therapy  is  effective. 

It  is  possible  to  have  a syphilitic  iritis 
without  nodules.  Not  infrequently  then 
is  also  pathologic  change  in  the  rest  o: 
the  uvea,  retina,  and  papilla  along  witl 
the  iritis.  Retinal  changes  may  occu: 
without  involvement  of  the  choroid 
Syphilitic  papillitis  may  occur  in  varioui 
forms. 

In  optic  atrophy  associated  with  tabe: 
and  paresis,  as  soon  as  pallor  of  the  dis< 
occurs  visual-field  changes  are  alway: 
demonstrable,  and  dark  adaptation  i 
usually  affected.  Attempts  have  beei 
made  to  traumatize  the  cornea  of  rabbit: 
that  have  been  injected  with  spirochetes 
but  it  was  not  possible  to  produce  an  inter 
stitial  keratitis.  The  only  way  the  secom 
eye  may  become  infected  is  through  sym 
pathetic  irritation.  Cases  of  iritis  with  : 
gelatinous  exudate  are  more  typical  of  : 
gonorrheal  than  a syphilitic  infection. 


LABORATORY 

RESEARCH 


On  changes  in  the  blood  picture  pro 
duced  by  diseptal  C.  O.  Hrad.  Der 
mat.  Wchnschr.,  Berlin,  111:  1018-1023 
Nov.  30,  1940. 

Diseptal  C was  used  in  the  treatmem  j 
of  46  patients.  A course  of  treatmen' 
consisted  of  3 daily  doses  of  0.5  gm.  ai 
intervals  of  8 hours  for  5 days  (tota  ! 
7.5  gm.).  Not  more  than  3 courses  wen 
given  and  these  were  separated  by  5-daj 
rest  periods.  The  men  received  loca!  i 
treatment,  the  women  only  cleansing  ir 
rigations.  The  therapeutic  effects  wer(  : 
similar  to  those  reported  by  Fuhs  anc 
Volavsek  for  uliron,  and  the  side  effects 
were  no  more  frequent  than  with  otliei 
sulfanilamides. 

Blood  was  taken  from  each  patient  ir 
a fasting  state  before,  during,  and  aftei 
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?acli  course.  The  erythrocyte  picture 
either  in  regard  to  number  or  form 
bowed  no  abnormalities.  The  leuko- 
cytes increased  during  treatment  to  re- 
urn to  normal  or  below  the  normal  val- 
les  at  the  end  of  treatment.  The  differ- 
ential leukocyte  count  showed  in  some 
uses  a slight  shift  to  the  left  and  also 
i definite  increase  of  lymphocytes  during 
reatment  with  a return  to  normal  after 
reatment  was  stopped.  The  patients 
howing  these  findings  were  all  acute 
jases  who  responded  promptly  to  treat- 
ment and  among  whom  no  recurrences 
rere  noted. 

Among  a group  of  patients  who  had 
history  of  previous  gonorrheal  infec- 
ion  and  some  of  whom  had  complica- 
ions,  the  complement  fixation  reaction 
or  gonorrhea  (Miiller-Oppenheim)  was 
^variably  positive.  In  this  group  no 
hange  from  normal  in  the  erythrocyte 
jicture  was  observed.  Leukocytosis  was 
ery  slight  and  there  was  no  increase 
1 the  number  of  lymphocytes. 

In  a group  of  patients  who  required 
or  3 courses  of  drug  therapy  a de- 
ceased blood  sedimentation  rate  was  ob- 
erved,  and  the  erythrocyte  and  hemo- 
lobin  values  were  lower  than  in  the 
ther  groups.  Two  cases  of  fever  and 
rticarial  exanthemata  were  observed  in 
lis  group.  The  leukocyte  coimts  in  this 
roup  increased  in  some  patients  during 
ie  second  and  third  courses,  remained 
le  same  in  others,  and  decreased  in 
. >me.  The  lymphocyte  values  increased 
urilig  the  second  or  third  course. 

ulfapyridine  and  vomiting.  An  experi- 
mental study  of  the  mechanism  in  the 

dog.  Joseph  F.  Sadusk  Jr.,  John  W. 
Hirshfeld  and  Anne  Seymour.  Yale  .T. 
Biol.  & Med.,  New  Haven,  13:  351-362, 
Jan.  1941. 

Following  the  intravenous  injection  of 
5-percent  solution  of  sodium  sulfapyri- 
ine,  dogs  were  found  to  vomit  at  a 
ilfapyridine  concentration  in  the  blood 
from  17  to  36.5  mg.  percent.  Occa- 
onally  dogs  were  found  that  did  not 
unit  but  exhibited  signs  of  central  ner- 
>us  system  intoxication  when  the  blood 


sulfapyridine  reached  a sufficiently  high 
level. 

Sulfapyridine  was  readily  excreted  into 
the  stomach  after  the  intravenous  injec- 
tion of  a 5-percent  solution  of  sodium 
sulfapyridine. 

Removal  of  the  stomach,  and  even  of 
the  entire  gastrointestinal  tract  including 
the  spleen  and  the  greater  part  of  the 
pancreas,  did  not  inhibit  the  act  of  vom- 
iting when  sodium  sulfapyridine  was 
given  intravenously  in  dogs. 

Direct  application  of  sulfapyridine,  in 
a concentration  as  high  as  100  mg.  per- 
cent, to  the  vomiting  center  did  not 
cause  vomiting,  whereas  similar  appli- 
cation of  apomorphine  to  the  vomiting 
center  did  cause  emesis. 

These  facts  indicate  that  sulfapyridine 
vomiting  in  dogs  is  not  due  either  to 
local  action  in  the  stomach  or  to  direct 
action  upon  the  vomiting  center.  They 
further  suggest  that  the  vomiting  is  me- 
diated through  a reflex  stimulation  of 
the  vomiting  center,  which  certainly  is 
not  exclusively  from  the  gastrointestinal 
tract  but  may  arise  from  some  other  site 
or  sites. 

Studies  on  the  pharmacology  of  sulfapyr- 
idine and  sulfathiazole.  The  absorp- 
tion of  the  free  acid,  the  sodium  salt 
and  the  glucoside  from  the  alimentary 
tract.  O.  W.  Barlow  and  D.  R.  Cli- 
menko.  J.  A.  M.  A.,  Chicago,  116:  282- 
286,  Jan.  25, 1941. 

The  authors  believed  that  the  differ- 
ences in  rate  of  absorption  of  the  vari- 
ous forms  of  sulfapyridine  and  sulfa- 
thiazole which  they  had  found  from 
other  studies  were  of  sufficient  practical 
importance  to  warrant  careful  examina- 
tion. The  sodium  salts  and  the  free 
acids  of  these  drugs  were  administered 
by  means  of  a stomach  tube  to  a series 
of  nine  normal  adult  monkeys  and  also  to 
a group  of  six  normal  men.  A similar 
study  on  the  glucose  derivatives  and  on 
the  simultaneous  administration  of  ant- 
acids was  also  made.  Tables  are  given 
showing  in  detail  blood  concentrations 
for  the  monkeys,  and  blood  concentra- 
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tions,  urinary  and  fecal  excretions  for 
the  men. 

It  was  found  that  the  sodium  salts 
of  sulfapyridine  and  sulfathiazole  were 
absorbed  from  the  gastrointestinal  tracts 
of  man  and  monkey  more  rapidly  than 
the  respective  free  acids.  The  glucosides 
were  absorbed  from  the  gastrointestinal 
tract  of  man,  dogs,  and  rats  less  rapidly 
than  the  respective  free  acids.  The 
simultaneous  administration  of  alkali  in 
the  form  of  sodium  bicarbonate  or  mag- 
nesium oxide  with  sulfathiazole  has- 
tened the  absorption  from  the  gastro- 
intestinal tract  of  man.  In  rate  and 
degree,  conjugation  of  sulfapyridine  was 
higher  than  that  of  sufathiazole  in  man 
and  monkey.  Following  the  oral  admin- 
istration of  equal  doses,  the  blood  con- 
centration of  unconjugated  sulfapyridine 
was  practically  the  same  as  that  of  un- 
conjugated sulfathiazole.  The  total 
blood  concentration  of  sulfapyridine,  how- 
ever, was  higher  than  the  blood  con- 
centration of  sulfathiazole. 

The  results  of  this  study  support  the 
observations  on  the  absorption  and  ex- 
cretion of  the  sodium  salt  of  sulfa- 
pyridine in  man  recently  published  by 
Ratish,  Davidson  and  Bullowa,  except 
for  their  conclusion  that  there  is  less 
acetylation  following  the  administration 
of  sodium  sulfapyridine  than  after  the 
administration  of  the  same  quantity  of 
the  drug  as  the  free  acid. 

Enhancement  of  certain  toxic  effects  of 

codeine  and  morphine  by  sulfapyridine. 

Susi  Glaubach.  Proc.  Soc.  Exper.  Biol. 

& Med.,  Utica,  46:  53-57,  Jan.  1941. 

Experiments  with  codeine  were  per- 
formed on  rats,  mice,  and  rabbits,  and 
with  morphine  on  mice  only.  The  re- 
sults reported  show  that  the  effect  of 
both  codeine  and  morphine  was  enhanced 
by  sulfapyridine.  The  increased  activity 
of  the  drugs  after  administration  of 
sulfapyridine  becomes  evident  not  only 
in  the  prolongation  of  their  action  but 
also  in  the  intensity  of  their  effects  and 
in  the  increase  of  their  toxicity. 
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Physical-chemical  studies  of  the  Miille  i 

conglobation  reaction.  W.  Frohliet 

Arch.  f.  Derrnat.  u.  Syph.,  Berlin,  180 

109-110,  Apr.  20,  1940. 

By  means  of  the  antigen  used  in  th 
Miiller  conglobation  reaction  for  sypl 
ilis,  studies  were  made  for  the  purpos 
of  determining  the  role  of  cholesteri 
in  the  flocculation  reactions. 

When  to  alcoholic  solutions  of  heai 
lipoid  increasing  amounts  of  cholesteri 
are  added  and  diluted  with  physiologi 
salt  solution,  a characteristic  curve  wit 
two  precipitation  optima  results.  Th 
first  occurs  with  a low  cholesterin  coi 
centration  corresponding  to  that  use 
in  most  of  the  other  flocculation  rea( 
tions.  The  picture  of  the  zone  of  th 
second  precipitation  optimum  is  chara< 
terized  by  the  formation  of  regula  | 
streaks  which  give  the  antigen  the  aj 
pearance  of  silk.  Microscopic  examii  < 
ation  in  the  dark  field  in  this  zon  i 
shows  long,  typical  cholesterin  needle 
to  which  heart  lipoid  adheres  in  th 
form  of  tiny  round  balls,  often'  con 
pletely  covering  the  needles.  The  cholei 
terin  causes  no  potentiometric  change  i 
the  heart  lipoid  in  the  mixture. 

This  condensation  of  the  antigen  o 
the  surface  of  the  cholesterin  crystal 
produced  (a)  an  increased  concentr: 
tion  of  the  antigen  and  (b)  the  form; 
tion  of  (because  of  their  size)  easil 
precipitated  particles  and  explains  th 
fact  that  heart  extracts  with  a hig 
cholesterin  content  require  little  serui  ■ 
for  the  test.  The  maximum  concentr;  | 
tion  of  cholesterin  is  determined  by  th 
limited  solubility  of  cholesterin  i 
alcohol. 

An  attempt  was  made  to  produce  coi 
globation  by  adding  cholesterinsol  t I 
antigen  serum  mixtures.  This  attemi 
failed  but  gave  an  unexpected  resul 
Occasional  negative  serums  showed  del 
nite  flocculation.  Preliminary  exper 
ments  showed  that  sypliilis-negath 
serums  did  not  combine  with  hear 
lipoid  at  higher  salt  concentration  (3  1 
5 percent)  as  do  syphilitic  serum 
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[From  these  findings  a new  reaction  was 
developed : 0.6  cc.  of  a 3-  to  5-percent 
’salt  solution,  3 to  5 drops  of  active 
iserum,  increasing  amounts  of  a selected 
heart  lipoid  are  incubated  at  37°  C.  for 
2 to  3 hours  or  are  kept  in  the  water 
hath  for  1 hour.  Then  a 0.1-percent 
cholesterinsol  is  added,  the  mixture 
shaken  for  a short  period  of  time  and 
then  allowed  to  stand  for  % hour.  A 
o/lO  solution  of  hydrochloric  acid  con- 
taining acetone  is  added  drop  by  drop. 
The  following  result  is  obtained : The 
syphilitic  serums  remain  clear  or  show 
* only  slight  opalescence.  Negative  serums 
I show  definite  flocculation. 

The  author  states  that  the  explanation 
Ij’or  the  reaction  might  be  that  in  the 
jpegative  cases  the  heart  lipoid  which, 
Decause  of  the  high  salt-concentration 
does  not  combine  with  the  syphilis  nega- 
tive serum,  is  adsorbed  by  the  cholesterin 
and  precipitated  by  the  acid  and  acetone 
■at  suitable  pH.  Further  studies  are  in 
■progress. 


On  the  flocculating  power  of  antigens 
extracted  with  alcohol  from  normal 
dried  serums  as  compared  to  syphilitic 
serums.  E.  Cappelli.  Gior.  ital.  di 
; dermat.  e.  sif.,  Milano,  81:  859-863, 
Oct.  1940. 


This  study  is  a continuation  of  previ- 
msly  published  work  in  which  the  author 
vas  able  to  show  that  a positive  Was- 
:ermann  reaction  could  be  obtained  with 
yphilitic,  seropositive  serums  by  means 
if  alcoholic  extracts  made  from  dried 
Dormal  serum  or  from  Wassermann-posi- 
ive  syphilitic  serum.  The  flocculating 
lower  of  these  antigens  with  normal  and 
eropositive  syphilitic  serums  was  inves- 
igated.  With  these  antigens  definite  mac- 
•oscopic  flocculation  reactions  were  pro- 
luced  with  Wassermann-positive  syphi- 
itic  serums.  The  author  also  found  that 
he  substances  obtained  by  alcoholic  ex- 
raction  of  normal  serums  were  suitable 
or  use  as  antigens  both  for  complement 
ixation  and  flocculation  reactions. 


Reaction  of  sera  from  patients  with  yaws 

in  quantitative  complement-fixation 

tests  for  syphilis  and  tuberculosis. 

Elizabeth  Maltaner.  Am.  J.  Trop.  Med., 

Baltimore,  21:  145-150,  Jan.  1941. 

Yaws  and  syphilis  present  certain  dif- 
ferences in  the  character  and  distribution 
of  the  disease  processes  upon  which  the 
clinical  diagnosis  is  based,  but  the  sero- 
logic reactions  of  these  two  diseases  with 
the  tests  hitherto  used  do  not  differentiate 
them.  Although  the  spirochetes  causing 
the  two  infections  appear  similar  in  cer- 
tain respects,  their  pathogenic  activity  in 
animals,  as  in  man,  differs  to  some  extent. 

A group  of  44  specimens  from  patients 
with  yaws  were  made  available  from 
Jamaica,  British  West  Indies.  Only  one 
specimen  was  received  from  each  case. 
Unfortunately  the  clinical  data  available 
were  insufficient  to  permit  detailed  cor- 
relation with  the  results  of  tests.  Among 
these  specimens  41  serums  reacted  in  the 
quantitative  complement  fixation  test  for 
syphilis,  35  with  titers  ranging  from  10 
to  400.  The  same  linear  relations  be- 
tween the  reagents  were  observed  as  with 
syphilitic  serum  and  the  cliolesterolized 
tissue  extract  antigen. 

The  absence  of  reaction  in  the  other  3 
cases  was  not  explainable  on  the  basis  of 
the  clinical  data  that  were  furnished. 
These  cases  were  of  3 months’  to  several 
years’  duration  and  all  were  said  to  pre- 
sent active  lesions.  Six  patients  had  had 
no  treatment ; for  26  cases  no  information 
was  given.  This  left  12  cases  which  had 
been  variously  treated,  5 having  had  1 in- 
jection ; one,  2 ; one,  3 ; one,  4 ; two,  6 ; 
one,  12;  one,  with  a titer  of  81,  14  injec- 
tions. The  findings  in  precipitation  tests 
for  syphilis  with  3 highly  reacting  se- 
rums, titers  of  251,  347,  and  384  were  of 
special  interest.  Only  partial  reactions 
were  obtained  with  2 each  in  the  Kahn 
and  Kline  tests  of  the  undiluted  serum. 
However,  when  the  serum  was  diluted 
and  tested,  marked  precipitation  oc- 
curred. This  tendency  to  prozone  reac- 
tions in  precipitation  tests  has  been  noted 
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in  other  comparative  series  with  highly 
active  syphilitic  serums. 

Continued  administration  of  sulfathia- 
zole  on  renal  and  hepatic  function  in 
the  dog.  David  R.  Climenko,  Evau  W. 
McChesney  and  Frederick  Messer. 
Proc.  Soc.  Exper.  Biol.  & Med.,  Utica, 
46 : 124-128,  Jan.  1941. 

The  authors’  purpose  in  this  study  was 
to  ascertain  whether  or  not  the  continued 
administration  of  large  doses  of  sulfathi- 
azole  would  result  in  a significant  impair- 
ment of  renal  function,  and,  secondarily, 
to  determine  whether  or  not  there  is  any 
alteration  of  the  alkali  reserve  during 
such  a regimen.  Their  conclusions  were : 
(1)  The  continued  administration  of  sul- 
fathiazole  to  dogs  over  a period  of  10 
days  in  doses  of  250  mg.  per  kg.  per  day 
produces  a slight  impairment  of  renal 
function  as  evidenced  by  elevation  of  the 
blood  urea  nitrogen  level,  and  diminution 
in  the  urea  clearance  and  P.  S.  P.  excre- 
tion. (2)  This  impairment  is  reversible, 
and  normal  values  are  reestablished  with- 
in 48  hours  after  the  withdrawal  of  the 
drug.  (3)  Doses  of  this  order  have  no 
demonstrable  effect  on  02  capacity,  02  and 
C02  content.  (4)  Such  doses  have  no 
demonstrable  effect  on  liver  function  as 
indicated  by  the  rate  of  excretion  of  brom- 
sulfonphthalein. 

A comparison  of  the  Hinton,  Kahn,  Kline 
and  Mazzini  tests  for  syphilis.  Ed- 
ward L.  Breazeale,  Robert  A.  Gi’eene 
and  Harry  B.  Harding.  J.  Lab.  & Clin. 
Med.,  St.  Louis,  26:  G37-643,  Jan.  1941. 
In  the  Arizona  State  Laboratory  the 
Hinton,  Kahn  standard,  and  Kline  diag- 
nostic tests  are  performed  on  all  blood 
specimens.  Since  it  appeared  that  the 
Mazzini  test  might  be  a valuable  addi- 
tion to  this  procedure  a comparison  was 
made  of  these  4 tests  upon  3,000  specimens. 
From  the  tables  it  is  seen  that  there  was 
a complete  agreement  of  all  4 tests  in  2,818 
serums  (93.93  percent)  and  a relative 
agreement  in  2,858  (95.26  percent).  In 
1937  the  authors  reported  a comparison  of 
the  Eagle,  Ide,  Kahn,  Kline,  and  Laughlen 
tests,  in  which  agreement  was  found  in 
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98.5  to  99.5  percent,  in  this  present  study 
the  percentage  of  agreement  is  slightly 
lower  than  in  the  1937  report.  Lack  of 
agreement  usually  occurred  in  serums 
which  gave  doubtful  or  weakly  positive 
reactions.  In  several  cases,  however,  one 
or  more  of  the  tests  gave  strongly  positive 
reactions,  while  others  gave  negative  or 
doubtful  ones.  The  authors  feel  that  this 
failure  to  agree  is  due  to  two  factors  in 
the  latter  group : ( 1 ) A larger  percentage 
of  specimens  from  treated,  latent,  and 
congenital  cases.  (2)  More  specimens 
are  being  submitted  for  the  laboratory 
diagnosis  of  syphilis,  and  a large  per- 
centage are  from  cases  of  chronic,  undiag- 
nosed illnesses. 

In  addition  to  the  results  given  above, 
the  Kline  and  Mazzini  tests  were  employed 
as  “screening  tests”  in  a series  of  1,042 
specimens  from  the  group  of  college  stu- 
dents. Complete  agreement  in  this  series 
was  99.51  percent ; relative  agreement  was 
99.80  percent. 

It  was  shown  that  the  Kline,  Kahn,  and 
Hinton  tests  gave  approximately  the  same 
number  of  negative  reactions  and  that  the 
Mazzini  test  gave  fewer  negative  and 
more  positive  reactions.  This  was  to  be 
expected  since  the  sensitivity  of  the  Maz- 
zini test  is  of  the  same  order  as  the  Kline 
exclusion  test. 

These  results  confirm  the  findings  of 
Mazzini  and  Giordano  as  to  the  specificity 
and  sensitivity  of  the  Mazzini  test.  The 
authors  believe  that  the  Mazzini  test  is  an 
excellent  one  for  the  laboratory  diagnosis 
of  syphilis. 

A comparison  of  the  response  of  yaws 
and  syphilis  in  the  rabbit  to  therapy 
with  mapharsen  and  neoarsphenamine. 

B.  J.  Longley,  N.  M.  Clausen  and  A.  L. 
Tatum.  J.  Pharmacol.  & Exper 
Thei’ap.,  Baltimore,  71:  49-51,  Jan 
1941. 

The  comparative  response  of  rabbil 
yaws  and  rabbit  syphilis  to  therapy  witl 
single  doses  of  mapharsen  and  neoars 
phenamine  has  been  determined,  anc 
from  the  data  obtained  it  appears  tha 
there  is  no  essential  difference  in  th( 
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ease  with-  which  the  two  diseases  may 
be  cured. 

Testicular  transfer  was  the  criterion 
of  cure.  The  findings  indicated  that  the 
therapeutic  index  of  single  doses  of  neo- 
arsphenamine  is  superior  to  that  of  single 
doses  of  mapharsen  in  the  treatment  of 
rabbit  yaws  and  rabbit  syphilis.  The 
data  should  be  read  in  the  light  of 
previously  published  evidence  that  mul- 
tiple doses  of  mapharsen  are  considerably 
more  efficient  than  single  doses  whereas, 
according  to  Kolmer,  neoarsphenamine  is 
relatively  less  efficient.  Consequently  the 
significance  of  this  contribution  resides 
in  its  bearing  on  relative  curability  of 
yaws  and  syphilis  and  not  on  the  deter- 
mination of  conditions  for  the  develop- 
ment of  maximal  therapeutic  efficiencies. 


The  absence  of  heterophile  antibodies  in 
cow  sera  and  the  occurrence  of  posi- 
tive Kline  reactions.  Robert  A.  Greene 
and  Harry  B.  Harding.  Am.  J.  Syph., 
Gonor.  & Yen.  Dis.,  St.  Louis,  25:  89- 
92,  Jan.  1941. 

Kahn  has  said,  “Some  physicians  be- 
lieve that  positive  serologic  reactions  in 
the  absence  of  syphilis  are  related  to  the 
presence  of  heterophile  antibodies  in  the 
blood  stream.  In  infectious  mononucleo- 
isis,  for  example,  there  generally  exists 
• some  parallelism  between  positive  sero- 
logic reaction  and  the  antibody  titer 
against  sheep  cells.  The  extent  to  which 
such  parallelism  between  heterophile  an- 
tibody and  positive  serologic  reaction  ex- 
ists in  other  pathologic  conditions  or 
under  normal  conditions  has  not  been 
established.” 

The  authors  state  that  since  cow  se- 
rums usually  give  a high  percentage  of 
positive  reactions  to  serologic  tests  for 
syphilis,  they  were  interested  in  deter- 
mining whether  these  reactions  given  by 
cow  serums  might  be  due  to  the  presence 
of  heterophile  antibodies.  In  a series 
of  134  cow  serums  tested,  100  percent 
gave  positive  Kline  reactions.  Twenty- 
five  (18.7  percent)  of  these  agglutinated 
sheep  erythrocytes,  usually  in  low  titers, 
so  that  109  (81.3  percent)  did  not  con- 
tain sheep  heterophile  antibodies.  The 


antisheep  agglutinin  was  absorbed  by 
guinea  pig  kidney  and  boiled  beef  red 
cells. 

According  to  the  authors,  there  was 
no  correlation  between  positive  Kline  re- 
actions and  heterophile  antibodies.  They 
state  that  it  seems  probable  that  the 
substance  in  cow  serums  which  gives 
rise  to  positive  Kline  reactions  is  differ- 
ent from  that  present  in  the  serums  of 
patients  suffering  from  infectious  mono- 
nucleosis. 

Results  obtained  with  the  Kolmer,  Kahn, 

Kline,  and  Eagle  tests  on  animal  sera. 

N.  P.  Sherwood,  Glenn  C.  Bond  and 

H.  F.  Clark.  Am.  .1.  Syph.,  Gonor.  & 

Ven.  Dis.,  St.  Louis,  25:  93-95,  Jan. 

1941. 

The  purpose  of  this  study  is  to  ascer- 
tain the  proportion  of  animal  serums 
which  give  positive  results  when  tested 
by  a standard  complement  fixation  and 
several  flocculation  procedures  used  in 
the  serodiagnosis  of  syphilis. 

The  number  of  serums  studied  and  the 
animals  from  which  they  were  taken  are 
as  follows : 124  from  beef,  4 from  calves, 
15  from  horses,  6 from  adult  dogs,  8 from 
pups,  9 from  cats,  1 from  an  opossum,  35 
from  rabbits,  16  from  guinea  pigs,  19  from 
sheep,  10  from  chickens,  and  12  from 
snakes. 

The  results  obtained  with  the  several 
tests  varied  enormously  from  species  to 
species.  Discrepant  results  were  ob- 
tained in  a single  species  with  different 
tests.  These  facts  at  first  suggested  that 
the  reactive  factor  of  these  serums  might 
differ  qualitatively  from  that  present  in 
the  serum  of  syphilitic  patients.  The 
floccules  formed  on  the  addition  of  beef 
serum  to  Kahn’s  antigen  failed  to  fix 
complement,  unlike  similar  floccules  ob- 
tained with  syphilitic  serum.  However, 
floccules  formed  by  horse  and  rabbit 
serum  did  fix  complement,  and  in  that 
respect  the  serums  were  indistinguish- 
able from  syphilitic  serum.  Like  syphi- 
litic serum,  the  reactive  factor  of  beef 
and  horse  serum  was  associated  with  the 
globulin  fraction,  and  its  activity  was 
markedly  decreased  on  heating  at  65°  C. 
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for  30  minutes.  In  view  of  the  higher  in- 
cidence of  the  reactive  factor  in  beef  as 
compared  with  calf  serums  (as  judged 
by  flocculation  tests)  and  similar  findings 
for  dog  and  pup  serums,  respectively,  an 
age  factor  may  have  to  be  considered  in 
evaluating  data  on  animal  serums. 

The  large  proportion  of  positive  and 
doubtful  reactions  obtained  in  these  ani- 
mals suggests  the  possibility  that  a small 
(at  present  indeterminate)  proportion  of 
normal  human  beings  may  also  contain 
reactive  substances  resembling  the  anti- 
bodies of  syphilitic  serum.  Whether  this 
is  true  and  whether  this  reactive  com- 
ponent of  normal  serum  can  be  distin- 
guished from  the  true  antibody  of  syphi- 
litic serum  (as  suggested  by  Witebsky) 
are  matters  for  future  study. 

Chemotherapy  and  growth  of  gonococci. 

W.  Blaich.  Arch.  f.  Dermat.  u.  Syph., 

Berlin,  180:  105-109,  Apr.  20,  1940. 

The  growth  on  horse  blood  cultures 
of  normal  gonococci  was  compared  with 
that  of  gonococci  originating  from  cases 
of  gonorrhea  which  had  received  chemo- 
therapy. The  gonococci  which  had  been 
damaged  by  uliron  treatment  showed  de- 
generation forms  after  8 to  12,  or  at 
the  latest  after  24  hours,  whereas  in 
the  cultures  of  normal  gonococci  these 
involution  forms  were  not  observed  for 
2 or  3 days. 

A comparison  of  the  growth  of  gono- 
cocci on  horse  blood  and  human  blood, 
the  human  blood  having  been  obtained 
from  nongonorrheal  patients  who  had  re- 
ceived uliron  therapy,  showed  no  differ- 
ences. The  Neumann  culture  plate  was 
found  to  be  more  satisfactory  than  the 
human  blood  plate. 

Under  the  influence  of  chemotherapy 
degeneration  forms  of  the  gonococcus 
could  be  found  on  the  mucous  membrane. 
From  these  degeneration  forms  typical 
gonococci  could  again  be  cultured.  Be- 
cause of  this  observation  the  author 
warns  against  discharging  patients  as 
cured  who  still  have  degeneration  forms 
of  gonococci  in  their  smears. 
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PUBLIC  HEALTH 
ADMINISTRATION 

Venereal  disease  folders. 

Two  new  folders  have  been  released 
by  the  U.  S.  Public  Health  Service. 
No.  4,  “The  Doctor  Says,”  outlines  the 
importance  of  a blood  test  and  a com- 
plete physical  examination  before  mar- 
riage. No.  7,  “Venereal  Disease  and  Na- 
tional Defense,”  presents  the  essentials 
of  a community  control  program  as  de- 
fined in  the  official  policy  of  the  Army, 
Navy,  and  Public  Health  Service. 

A sample  copy  of  each  folder  is  being 
mailed  to  subscribers  of  Venereal  Dis- 
ease Information.  Copies  are  for  sale 
by  the  Superintendent  of  Documents, 
Washington,  D.  C.  The  price  is  $1.00  per 
hundred.  Orders  should  be  mailed  di- 
rectly to  the  Superintendent  of  Docu- 
ments, Washington,  D.  C. 

Pharmacy  cooperates.  Joseph  L.  Stenek. 
J.  Social  Hyg.,  New  York,  27 : 33-34, 
Jan.  1941. 

The  first  meeting  of  the  committee  of 
the  American  Pharmaceutical  Associa- 
tion and  the  American  Social  Hygiene 
Association  to  further  cooperation  be- 
tween medicine  and  pharmacy  in  the 
fight  against  syphilis  and  gonorrhea  was 
held  April  24,  1940.  To  date,  20  State 
pharmaceutical  associations  have  gone  on 
record  as  supporting  the  venereal  dis- 
ease campaign.  A survey  made  by  Drug 
Topics,  covering  58,066  druggists,  placed 
the  venereal  disease  campaign  second  in 
importance  on  the  list  of  16  resolutions 
acted  on  at  State  pharmaceutical  asso- 
ciation conventions. 

Treatment  of  venereal  disease  by  general 
practitioners.  Lancet,  London,  1 : 27, 
Jan.  4,  1941. 

Facilities  for  the  treatment  of  venereal 
disease  are  required  within  easy  reach  of 
the  large  colonies  of  people  now  in  rural 
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areas  of  England.  The  Minister  of  Health 
has  considered  the  provision  of  mobile 
units  and  improvised  treatment  centers, 
and  has  decided  ( Circular  2226) , after  dis- 
cussion with  the  British  Medical  Associa- 
tion, to  enlist  the  help  of  general 
practitioners. 

The  Minister  suggests  that  local  health 
authorities  select,  from  among  the  local 
practitioners  with  the  necessary  qualifica- 
tions, the  number  of  physicians  required 
!for  these  mobile  units  and  treatment  cen- 
ters.' Applicants  must  provide  evidence 
that  they  have  performed  the  following 
operations  in  the  presence  of  the  medical 
; officer  in  charge  of  a venereal  disease 
treatment  center  : (1)  Spread  microscopic 
slides  with  discharge  from  12  patients 
(including  6 females)  for  examination  of 
gonococci.  (2)  Scraped  3 lesions  sus- 
pected of  being  early  syphilitic  and  col- 
lected the  exuding  tissue  fluid  in  12  capil- 
lary tubes.  (3)  Taken  6 specimens  of 
blood.  (4)  Given  12  intravenous  injec- 
tions of  neoarsphenamine  or  of  stabilarsen 
and  12  intramuscular  injections  of  bis- 
muth compound. 

Practitioners  who,  in  the  opinion  of  the 
medical  officer  of  health  and  the  venereal 
disease  specialist  officer,  are  qualified  by 
previous  training  to  perform  the  above 
operations  would  be  appointed  without 
aking  formal  tests.  Physicians  who  wish 
to  qualify  for  service  would  be  given 
[training  facilities  at  any  treatment  center. 
Those  appointed  would  be  supplied  by  the 
local  authority,  free  of  charge,  with  all 
necessary  drugs,  syringes,  needles,  and 
outfits  for  taking  laboratory  specimens. 
They  would  be  required  to  keep  simple 
records  and  to  return  these  records  to  the 
venereal  disease  specialist.  Fees  would 
oe  10s.  6d.  for  the  initial  attendance  for 
liagnosis  and  treatment,  and  7s.  6d.  for 
:very  subsequent  attendance  or  home  visit. 
A.  transport  allowance  of  3d.  a mile  each 
way  for  each  mile  in  excess  of  two  would 
be  granted. 

It  is  suggested  that  any  local  council  in 
England  without  a specialist  venereal  dis- 
ease officer  on  its  staff  should  appoint  one, 


perhaps  on  a part-time  basis.  This  officer 
would  supervise  the  treatment  service, 
record-keeping,  the  treatment  given,  and 
the  attendance  of  patients.  He  would  be 
available  as  a consultant  to  practitioners 
serving  under  the  scheme.  These  prac- 
titioners would  be  expected  to  inform  him 
of  any  complicated  case,  and  of  any  case 
requiring  treatment  at  home,  so  that  he 
might  keep  in  touch  with  such  patients 
from  the  outset. 

During  the  war  the  expense  of  such 
services  would  be  borne  by  a grant  from 
the  Exchequer.  The  Minister  believes 
that  a specialist  venereal  disease  control 
officer  will  be  of  great  help  to  each  council 
in  reviewing  the  needs  of  the  area  and 
suggesting  plans  to  meet  them. 

Syphilis  in  industry.  Albert  E.  Russell. 

Bull.  Genitoinfect.  Dis.,  Boston,  4:  1-3, 

Jan.  1941. 

The  increased  industrial  activity  in 
connection  with  the  national  defense 
program  has  acutely  emphasized  the 
necessity  for  maintaining  a high  health 
standard  for  workers.  Machines,  per- 
fect as  they  may  be,  must  have  men  with 
healthy  bodies  and  minds  to  operate 
them.  Syphilis  is  a disease  that  disables 
a person  physically  and  mentally.  To 
discharge  a person  with  syphilis  places 
a great  burden  on  the  worker,  the  com- 
munity, and  the  Nation  through  denying 
him  the  right  of  an  income.  Without 
this,  he  will  not  have  the  treatment  nec- 
essary to  cure  his  disease,  and  in  time 
he  and  his  family  may  become  public 
charges.  Industry  will  pay  for  such 
cases  of  syphilis  in  added  taxes. 

A syphilis  program  reaching  the  more 
than  15  million  people  employed  in  the 
mining,  mechanical,  and  metal  trades 
and  members  of  their  families  will  in- 
clude about  half  the  population  of  the 
country.  The  industrial  syphilis  con- 
trol program,  therefore,  is  an  integral 
part  of  the  national  program. 

The  industrial  program  may  be  carried 
out  by  several  methods.  The  local  health 
officer  may  take  the  initiative  and  in- 
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dustry  may  cooperate,  or  vice  versa.  In 
other  cases,  the  workers  may  take  the 
lead.  In  none  of  the  plants  cooperating 
with  the  Public  Health  Service  are  pa- 
tients treated,  but  they  are  referred  to 
their  private  physicians  or  to  clinics. 
On  the  whole,  these  methods  have 
worked  out  well.  There  have  been  some 
instances  where  education  of  the  em- 
ployer was  necessary ; many  employers 
have  thought  that  all  syphilitic  persons 
were  infectious  and  should  be  avoided. 

Intensive  programs  of  case-holding  co- 
ordinated with  education  measures  will 
tend  to  decrease  the  spread  of  infection 
and  to  reduce  the  injurious  consequences 
to  the  individual  and  the  costs  to  society 
from  general  neglect  of  the  disease. 

Gonorrhea  in  arrested  women.  A contri- 
bution to  the  great  significance  of  raids 
in  the  control  of  venereal  diseases. 

H.  Fischer  and  H.  Gottschalk.  Sozial- 
hyg.  d.  Geschlecktskr.,  supp.  to  Dermat. 
Wclinschr.,  Berlin,  111:  1031-1033,  Nov. 
1940. 

Among  women  admitted  to  the  clinic 
because  of  gonorrhea  or  suspected  gonor- 
rhea 4 groups  were  differentiated : ( 1 ) 
Prostitutes  appearing  voluntarily,  (2) 
arrested  prostitutes,  (3)  other  women 
appearing  voluntarily,  and  (4)  arrested 
other  women.  The  fourth  group  is  the 
chief  object  of  the  present  study.  The 
number  of  women  in  this  group  was 
found  to  have  increased  markedly  in  the 
period  from  1935  to  July  1940,  whereas 
the  number  of  prostitutes  admitted  in 
this  interval  decreased  greatly.  The  in- 
crease from  1935  to  1940  was  from  6 
percent  to  65  percent,  and  among  these 
the  number  of  infected  women  increased 
from  7 percent  to  52  percent. 

The  most  important  cause  for  the  in- 
crease in  admissions  of  what  might  be 
called  clandestine  prostitutes  were  raids 
made  in  hotels,  cafes,  the  main  depot, 
and  certain  streets.  Most  of  these 
women  had  neither  work  nor  lodging.  A 
smaller  number  of  these  women  were 
located  because  they  had  been  reported 
as  sources  of  infection.  During  the  2- 
year  period  63  percent  of  the  women, 


other  than  prostitutes  brought  in  for 


examination,  were  taken  in  raids,  and 
58  percent  of  those  found  to  be  infected 
were  taken  in  these  raids. 

During  the  year  from  July  1939  to 
June  1940,  116  arrested  women  (other 
than  prostitutes)  were  found  to  have 
gonorrhea.  Of  this  number  92  (79  per- 
cent) had  gonorrhea  at  the  time  of  ad- 
mission, whereas  the  other  24  (21  per- 
cent) were  found  to  be  infected  only 
after  a certain  period  of  observation. 
The  usual  observation  period  is  7 to 
8 days  during  which  two  provocative 
treatments  are  given  and  following 


which  a search  for  gonococci  is  made. 


Building  health  defenses.  Thomas  Par- 
ran.  South.  M.  J.,  Birmingham,  34: 
85-90,  Jan.  1941. 


The  venereal  diseases  are  of  very  great 
military  importance.  During  the  last  wai 
6,804,818  days  of  service  were  lost  in  the 
U.  S.  Army  because  of  venereal  disease 
This  is  equivalent  to  a year’s  continuous 
absence  from  duty  of  almost  20,00( 
men.  In  the  Navy  and  the  Marine  Corps 
venereal  disease  accounted  for  687,792 
days  lost  from  duty,  which  is  equivalent 
to  the  absence  from  service  of  almost  1,90( 
men  for  a year.  Because  of  the  excellence 
of  the  Army  and  Navy  medical  corps 
this  total  was  less  than  that  suffered  bj 
the  armed  forces  of  any  other  nation  en 
gaged  in  the  war.  One  of  the  public 
health  mistakes  of  the  United  States  at 
that  time  lay  in  the  fact  that  funds,  per 
sonnel,  and  facilities  were  not  set  up  ii; 
time  to  protect  the  armed  forces  from  in 
fection  during  the  training  period.  Sub 
stantial  progress  has  been  made  since  ; 
that  time. 

Every  State  now  furnishes  a free 
laboratory  diagnostic  service  to  all  physi 
cians.  Expensive  drugs  for  the  treatment 
of  patients  are  distributed  to  all  physi 
cians.  In  2,887  clinics  competent  diag 
nostic  and  treatment  service  is  available 
In  most  of  them,  epidemiologic  investiga 
tions  are  made  to  seek  out  sources  of  in 
fection  and  bring  them  under  treatment 

As  a result  of  these  efforts  against  ve 
nereal  diseases,  plus  the  more  effective 
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modern  chemotherapy  of  gonorrhea,  a 
substantial  decline  can  be  recorded  in  new 
lases  of  syphilis  and  gonorrhea  during 
he  past  year.  Unless  these  efforts  are 
redoubled,  however,  mobilization  will  re- 
verse this  favorable  trend. 

Realizing  that  control  of  venereal  dis- 
eases among  military  forces  requires  co- 
ordination with  civilian  health  authori- 
ies,  an  agreement  has  been  reached 
eetween  the  U.  S.  Public  Health  Service 
ind  the  War  and  Navy  Departments  con- 
•erning  cooperative  control  measures. 
During  extensive  military  maneuvers  in 
.939,  an  active  compaign  for  health  pro- 
ection  of  the  troops  was  carried  out 
ointly  by  the  military  authorities,  the 
I.  S.  Public  Health  Service,  and  the  sev- 
■ral  State  and  local  health  agencies  eon- 
erned.  An  example  of  the  effectiveness 
vith  which  this  can  be  done  is  in  Wis- 
consin where,  during  maneuvers  involv- 
ng  60,000  men  over  a period  of  30  days, 
1 >nly  four  cases  of  gonorrhea  occurred  and 
iot  a single  case  of  syphilis. 

The  problems  of  venereal  disease  con- 
rol  are  not  being  handled  as  effectively  in 
11  areas  as  they  were  in  Wisconsin.  It 
s probable  that  large  numbers  of  troops 
nil  be  concentrated  in  the  South.  Many 
jcal  authorities  are  tolerant  of  prostitu- 
; ion  areas  in  which  are  found  the  foci  of 
ffection  for  a large  part  of  the  gonor- 
hea  and  syphilis  occurring  among  troops 
nd  trainees. 


* 


Without  civilian  cooperation  the  Army 
an  control  conditions  only  on  military 
eservations.  Here  is  an  opportunity  to 
ee  how  well  democracy  works  by  a dem- 
nstration  of  what  realistic  physicians, 
ealth  officers,  and  local  officials  can  do 
)gether  to  clean  up  this  situation  and  to 
revent  disease  at  the  source.  From  a 
urely  practical  point  of  view,  it  will  pay 
) do  it.  The  Veterans’  Administration 
stimates  that  in  the  last  18  years,  begin- 
ing  5 years  after  the  war  period,  it  has 
pured  out  at  least  $82,000,000  in  payment 
■ f compensation,  benefits,  medical  care, 


ad  hospitalization  caused  by  venereal 
seases. 
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The  incidence  of  syphilis  in  Puerto  Rico. 
Survey  based  on  the  results  of  com- 
plement fixation  and  flocculation  tests 
in  unselected  and  selected  groups  of 
the  general  population.  O.  Costa 
Mandry.  Puerto  Rico  J.  Pub.  Health 
& Trop.  Med.,  San  Juan,  16:  203-236, 
Dec.  1940. 

This  is  a report  of  the  results  of  sero- 
logic tests  on  the  blood  (complement  fixa- 
tion and  flocculation  tests)  of  32,305  per- 
sons (unselected)  in  Puerto  Rico.  Of 
these,  12,765  persons  were  from  urban 
areas,  and  19,540  were  from  rural  sections 
of  the  island.  The  serologic  test  results 
in  a selected  group  of  32,536  additional 
cases  were  also  analyzed.  This  group 
was  obtained  from  different  institutions, 
hospitals,  and  routine  laboratory  tests. 

Of  the  total  of  32,305  unselected  cases, 
there  were  6.7  percent  positive  blood  tests. 
Of  the  19,540  persons  from  rural  sections, 
5.7  percent  had  positive  tests.  Of  the 
12,765  persons  from  urban  areas,  8.6  per- 
cent had  positive  tests. 

The  percentage  of  positive  tests  was 
slightly  greater  among  females  than 
among  males.  In  the  age  groups  under 
30  years  the  percentage  was  consistently 
higher  for  females  than  for  males,  while 
above  30  years  of  age  the  percentage  was 
greater  among  males.  The  percentage 
among  Negroes  was  about  3 percent 
greater  than  among  white  persons. 

In  the  various  age  groups  the  highest 
percentage  of  positive  tests  (9.7)  was  ob- 
tained in  the  group  above  45  years,  while 
that  in  the  group  15  to  24  years  was  only 
5.8.  The  percentage  in  the  group  under 
15  years  was  6,  while  that  in  the  group 
25  to  34  years  was  8.8  and  in  the  group  35 
to  44  years,  9.2. 

Among  6,155  children  and  young  adults 
in  the  public  schools  of  Puerto  Rico, 
picked  at  random,  5.6  percent  had  posi- 
tive tests.  Of  706  persons  selected  from 
the  slums  of  San  Juan  (including  all 
ages),  12.2  percent  had  positive  tests. 

Of  2,357  women  attending  health  units 
of  the  Department  of  Health  of  Puerto 
Rico  during  1938,  10.3  percent  had  posi- 
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tive  tests.  From  2,450  health  certificates 
in  health  units  where  blood  tests  are 
routinely  performed,  10.3  percent  recorded 
positive  tests. 

Of  7,543  agricultural  workers  of  the 
U.  S.  Forestry  Service  in  Puerto  Rico 
and  the  Puerto  Rico  Reconstruction  Ad- 
ministration, 5.7  percent  had  positive 
tests.  Of  12,403  persons  visiting  rural 
medical  dispensaries  of  the  Puerto  Rico 
Reconstruction  Administration,  7 percent 
had  positive  tests. 

Among  32,536  selected  cases  from  insti- 
tutions, hospitals,  penitentiaries,  and 
other  sources  the  percent  of  positive  tests 
varied  from  4.1  to  24.9.  The  lowest  per- 
centage (4.1)  was  obtained  from  the 
Boys’  and  Girls’  Charity  School.  The 
highest  (24.9  percent)  was  from  jails 
and  the  insular  penitentiary.  Other  per- 
centages were  19.7  for  admittances  of 
males  under  30  in  a private  hospital, 
14.2  for  four  tuberculosis  hospitals,  and 
7.3  for  patients  admitted  to  the  Psychi- 
atry Hospital  at  Rio  Piedras. 

The  author  concludes  that  the  percent- 
age of  possible  positive  blood  tests  for 
the  entire  population  of  Puerto  Rico  is 
probably  between  5 and  6 percent.  For 
urban  areas,  the  figure  is  probably  about 
10  percent,  for  rural  areas,  about  5 per- 
cent. In  the  larger  urban  centers  the 
percent  of  positive  results  might  be 
slightly  higher. 

The  data  are  presented  in  18  tables 
and  7 graphs  and  charts. 

The  author  points  out  that  positive 
complement  fixation  or  flocculation  tests 
in  different  groups  of  the  population  do 
not  constitute  a true  or  infallible  index 
of  the  incidence  of  syphilis  in  a com- 
munity. There  are  some  cases  of  early 
and  late  syphilis  in  which  serologic  tests 
are  negative.  There  are  cases  of  yaws, 
infectious  mononucleosis,  etc.,  in  which 
tests  may  be  positive  in  the  absence  of 
syphilis.  All  of  these  factors  must  be 
considered  in  interpreting  the  results  of 
a serologic  test  survey. 


Great  increase  in  number  of  persons 

under  treatment  for  syphilis  is  re- 
ported. L.  C.  Gonzales.  Florida 

Health  Notes,  Jacksonville,  33:  20-24, 

Feb.  1941. 

Ever  since  the  organization  of  the  Di- 
vision of  Venereal  Disease  Control  in 
Florida  in  July  1938,  the  duties  and  ac- 
tivities have  gradually  increased  to  such 
an  extent  that  available  physical  faeil 
ities  are  not  adequate.  The  data  shov 
that  there  has  been  a marked  improve 
ment  in  the  reporting  of  syphilis,  thougl 
this  cannot  be  said  concerning  gonor 
rhea.  The  increased  number  of  cases 
of  syphilis  in  the  State  is  to  be  inter 
preted  as  an  indication  that  unrecog 
nized  cases  are  discovered  and  that  phy 
sicians  and  clinics  are  reporting  mor< 
effectively.  In  1939,  53.1  percent  of  th< 
syphilis  cases  were  reported  by  clinics 
and  institutions  and  in  1940,  64  per 
cent ; 60.1  percent  and  39.1  percent  of  thi 
cases  of  gonorrhea  were  so  reported  fo 
these  years,  respectively.  In  1937  then 
were  only  7 clinics  in  the  State,  tb 
monthly  average  of  patients  under  treat 
ment  being  reported  was  423.  In  193! 
there  were  42  clinics,  with  6,693  patients 
and  in  1940,  87  clinies  with  the  monthl; 
average  of  8,843  patients.  Since  appros 
imately  one-half  to  one-third  of  the  re 
ports  were  sent  in  from  private  physi 
cians,  it  can  be  conservatively  assume' 
that  these  figures  represent  one-half  th 
monthly  average  of  old  and  new  patient 
under  treatment. 

In  1940,  258,918  antisyphilitic  treat 
ments  were  given  and  342,650  bloo 
specimens  examined,  each  specimen  r( 
ceiving  2 tests.  Full-time  public  healt 
service  has  been  installed  in  23  countief 
In  these  counties,  as  well  as  in  thos 
where  there  is  not  full-time  servici 
private  physicians  are  provided  wit 
free  drugs  and  laboratory  service  fo 
the  treatment  of  those  patients  who  ar 
unable  to  pay  for  treatment. 
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The  Toxic  Dose  of  Mapharsen  Given  by  the 
Continuous  Drip  Method 

HAROLD  J.  MAGNUSON,  M.  D.,  and  B.  O.  RAULSTON,  M.  D. 
with  the  technical  assistance  of  ANTHONY  MUFF 


THE  MASSIVE  arsenotherapy  of  early 
[ syphilis  by  the  continuous  drip  method 
as  proposed  at  a recent  conference  on 
ithe  Subject  called  by  the  Commissioner 
j|of  Health  of  New  York  City  ( 1 ) has  in- 
dicated the  serious  need  for  work  on 
{experimental  animals  to  determine  the 
maximum  tolerated  and  minimum  lethal 
Idoses  of  mapharsen  (the  hemialcoholate 
U]f  meta-amino-para-hydroxy  phenylarsine 
ipxide)  when  given  by  the  continuous 
drip  method.  Such  work  is  fundamental 
: in  the  evaluation  of  any  new  therapeutic 
measure  and  this  work  to  our  knowledge 
l |tias  not  as  yet  been  done.  The  present 
study  is  concerned  with  the  determina- 
:ion  of  the  maximum  tolerated  dose  and 
ninimum  lethal  dose  of  mapharsen  given 
o dogs  by  continuous  drip. 

In  a previous  study  (2)  we  adminis- 
ered  mapharsen  to  dogs  in  dosages 
■omparable  to  those  proposed  for  human 
> leings,  i.  e.,  4 mg.  per  kg.  body  weight 
ier  day  for  a 5-day  period,  and  found 
hat  there  was  no  significant  prolonged 
etention  of  arsenic  and  no  histologic 
vidence  of  damage  to  the  tissues  at 
hat  dosage  level.  The  excretion  of 
? jirsenic  by  these  animals  was  nearly 
identical  to  that  reported  in  patients 
1).  This  fact  together  with  the  absence 
f any  histologic  evidence  of  damage 
as  led  us  to  feel  that  the  sedative  doses 
f sodium  pentobarbital  which  wre  have 
^ed  as  an  anesthetic  in  these  animals 
ave  not  seriously  interfered  with  the 
.esults. 


From  the  Department  of  Medicine,  Uni- 
ersity  of  Southern  California  School  of 
redicine. 

This  work  was  supported  hy  a grant  from 
he  John  and  Mary  R.  Markle  Foundation 
id  the  United  States  Public  Health  Service. 
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Dogs  in  good  health  and  weighing  10 
kilograms  or  more  were  used  for  these 
experiments.  During  the  experimental 
period  and  for  at  least  3 days  before, 
the  animals  were  kept  on  a diet  of  dog 
biscuit  which  was  high  in  carbohydrate 
and  protein  but  low  in  fat.  The  animals 
were  fed  this  diet  during  the  daily  12- 
hour  intervals  in  which  they  were  not 
receiving  arsenic. 

During  the  actual  injection  periods 
the  animals  were  kept  quiet  by  the  in- 
travenous injection  of  minimal  required 
amounts  of  sodium  pentobarbital.  At  all 
times  anesthesia  was  kept  as  light  as 
possible  so  that  the  greater  portion  of  the 
time  the  animals  were  drowsy  and  would 
lie  quietly  but  retained  the  eye  blinking 
reflexes.  The  mapharsen  was  dissolved 
in  an  appropriate  amount  of  5 percent 
glucose  in  distilled  water  in  such  con- 
centration that  the  calculated  dosage 
could  be  given  in  85  to  50  cc.  of  solution 
per  hour.  The  injections  were  given 
continuously  over  a 12-hour  period  with- 
out alternating  with  glucose  as  was  done 
in  the  previous  study.  The  injection 
period  was  followed  by  a 12-hour  rest 
and  then  repeated  until  the  animals  had 
received  such  treatment  during  5 suc- 
cessive days.  All  injections  were  made 
into  either  the  external  jugular  or  the 
leg  veins. 

Ten  cubic  centimeters  of  venous  blood 
was  taken  for  an  arsenic  determination 
before  and  at  the  end  of  each  day’s 
treatment.  All  urine  and  feces  were 
saved  for  arsenic  determinations.  Dur- 
ing the  injection  periods  the  urine  was 
collected  by  a retention  catheter.  Ani- 
mals which  survived  the  treatment  were 
sacrificed  at  varying  intervals  there- 
after. Under  full  sodium  pentobarbital 
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anesthesia  they  were  exsanguinated  by 
severing  the  abdominal  aorta.  Speci- 
mens for  arsenic  determination  were 
taken  in  duplicate  wherever  the  amount 
of  tissue  would  permit.  Tissue  speci- 
mens were  fixed  in  10  percent  formalin 
for  histologic  examination,  which  was 
done  by  Dr.  E.  M.  Hall  of  the  depart- 
ment of  pathology. 

All  arsenic  determinations  were  done 
by  the  method  of  Chaney  and  Magnu- 
son  (3). 

RESULTS 

The  mortality  for  groups  which  are 
designated  by  the  amount  of  mapharsen 
administered  per  kilogram  of  body 
weight  per  day  is  indicated  in  table  1. 
Unless  the  animal  died  before  the  5-day 
treatment  period  was  terminated  he 
then  received  five  times  this  amount  as 
a total  dose  for  the  entire  period. 


Table  1. 


Dose  of 
mapharsen 
mg/kg/day 

Number 

animals 

used 

Number 

animals 

lived 

Number 

animals 

died 

8 

2 

2 

0 

10 

4 

4 

0 

12 

5 

1 

4 

16 

1 

0 

i 

The  following  is  a brief  summary  of 
the  condition  of  these  animals  during 
and  following  treatment. 

Eight  milligrams  per  kilogram,  per 
day.  Two  animals. — Dog  23,  S , 12.3  kg. 
Course  was  uneventful  except  for  some 
vomiting  during  the  first  day,  loss  of 
appetite,  and  marked  tachypnea  the  fifth 
day.  Maximum  rectal  temperature  was 
106.4°  F.  on  fifth  day ; minimum  tem- 
perature 98.6°  F.  on  first  day.  Sacrificed 
31  days  later.  In  excellent  condition. 

Dog  24,  $ , 18.6  kg.  Uneventful  course 
throughout  save  for  a mucoid  diarrhea 
on  the  fifth  day.  Maximum  temperature 
was  104.6°  F.  on  the  fourth  day,  mini- 
mum 93.2°  F.  on  first  day.  Following 
treatment  became  weak  and  undernour- 
ished. When  killed  18  days  later  it  whs 
found  that  he  had  a perforating  posterior 
duodenal  ulcer. 
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Ten  milligrams  per  kilogram  per  da\ 
Four  animals. — Dog  34,  $ , 11.4  kg.  . 
watery,  mucoid  diarrhea  developed  dui 
ing  the  second  day  only.  On  the  fift 
day  became  ataxic  and  belligerent  froi 
which  he  recovered  2 days  later.  Max 
mum  temperature  was  105°  F.  on  th 
first  day ; minimum  94.8°  F.  on  the  se( 
ond  day.  Sacrificed  9 days  later.  N, 
abnormalities  noted  post  mortem. 

Dog  29,  $,  10.0  kg.  Hematuria  dc 
veloped  on  the  fifth  day:  50  red  bloo 
cells,  50  leukocytes  per  high  dry  fiel 
(uncentrifuged).  No  casts.  Dog  wh 
quite  lethargic  during  entire  treatmen 
period.  Maximum  temperature  was  104.4 
F.  on  the  fourth  day ; minimum  ten 
perature  was  94.3°  F.  on  first  daj 
Sacrificed  31  days  later  at  which  tim 
no  abnormalities  were  noted  post  moi 
tern. 

Dog  30,  $,  13.6  kg.  Had  a mucoi 
diarrhea  from  second  day  on.  Salivatio 
but  no  vomiting  was  noted  the  first  daj 
Hematuria  developed  on  the  fourth  day 
50  fed  blood  cells  per  high  dry  fiel 
of  uncentrifuged  specimen ; 3 to  5 leukc 
cytes  per  high  dry  field.  No  casts  o 
bacteria.  Quite  lethargic  with  but  littl 
appetite  during  last  2 days.  Maximur 
temperature  103.3°  F.  on  the  third  day 
minimum  temperature  96.8°  F.  on  th 
third  day.  Dog  was  sacrificed  10  day 
later  and  no  gross  abnormalities  wer 
noted  post  mortem. 

Dog  28,  S , 26.4  kg.  Entire  course  wa 
uneventful  except  for  diarrhea  durin 
the  fourth  day.  Maximum  temperatur 
101.3°  F.  on  the  fifth  day;  minimui 
temperature  95.0°  F.  on  the  first  daj 
Sacrificed  24  days  later  at  which  tim 
no  significant  abnormalities  were  notec 

Twelve  milligrams  per  kilogram  pe 
day.  Five  animals. — Dog  31,  13.2  k£ 
Was  lethargic  from  second  day  onwarc 
Hematuria  developed  on  the  second  da 
which  increased  in  severity  during  th 
treatment  period.  Uncentrifuged  urin 
specimen  contained  30  red  blood  cells  an 
an  occasional  leukocyte  per  high  dr; 
field  but  no  casts  or  bacteria.  Coursi 
otherwise  was  uneventful.  Maximur 
temperature  102.8°  F.  on  fifth  day ; mini 
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j,ixium  temperature  93.2°  F.  on  tlie  first 
^day.  Sacrificed  17  days  later  at  which 
[.time  no  gross  abnormalities  were  noted. 
^ Dog  32,  $ , 15.9  kg.  Pulmonary  edema 
n developed  during  the  first  and  second 
j.iays.  Was  almost  stuporous  throughout 
M:he  entire  course.  Severe  diarrhea  de- 
veloped the  second  day  which  persisted. 
[.Hematuria  developed  the  fourth  day : 150 
•ed  blood  cells,  25  leukocytes  per  high  dry 
(field,  and  1 to  2 red  cell  casts  per  low 
, oower  field  were  present  in  the  uncentri- 
ll'uged  specimen.  Vomited  several  times 
, (luring  the  fifth  day  and  died  about  3 
, | lours  after  treatment  was  finished. 
4 Maximum  temperature  was  104.4°  F.  on 
u he  second  day;  minimum  temperature 
,■  )6.8°  F.  on  the  fifth  day.  At  post  mortem 
lamination  the  lungs  were  edematous, 
ind  all  the  tissues  were  congested.  The 
iver  was  of  a peculiar  red-orange  color. 
Dog  33,  S,  12.7  kg.  Vomited  several 
, imes  during  the  second  day.  Hematuria 
,,  leveloped  the  second  day ; uncentrifuged 
irine  contained  50  red  blood  cells  per 
ligh  dry  field.  Died  during  night  be- 
ween  second  and  third  days.  Maximum 
emperature  was  101.8°  F.  the  second  day  ; 
Qinimum  temperature  93°  F.  the  first  day. 
ill  tissues  were  markedly  congested  at 
tost  mortem  examination. 

Dog  25,  $ , 10.0  kg.  Diarrhea  developed 
t the  end  of  the  first  day.  Somewhat 
. | taxic  second  morning.  Died  during 
ight  following  second  day.  Maximum 
mperature  102.6°  F.  first  day ; minimum 
■mperature  89.6°  F.  second  day.  Dur- 
ig  entire  second  day  appeared  to  be  in 
evere  shock.  At  autopsy  tissues  were  all 
fingested,  but  no  other  gross  abnormali- 
ies  were  noted. 

Dog  27,  9 , 22.7  kg.  Was  almost  coma- 
>se  the  second  morning.  During  the 
Jcond  day  began  to  bleed  from  gums  and 
Jctum.  At  the  end  of  the  second  day 
le  bleeding  time  was  in  excess  of  45 
finutes.  Blood  drawn  into  test  tube 
died  to  clot  even  after  3 days.  Blood 
)unt  was  6,270,000  red  cells,  1,450  leuko- 
/tes,  and  20,000  platelets  per  cubic  milli- 
leter.  Differential  count  of  a stained 
near  revealed  82  percent  polynuclear 
iutrophiles,  16  percent  lymphocytes,  and 


2 percent  monocytes.  Prothrombin  time 
was  not  obtained.  On  the  third  morning 
the  dog  was  comatose.  Following  a mas- 
sive hemorrhage  from  the  rectum  she  died 
a respiratory  death,  having  received  one 
hour’s  injection.  At  autopsy  the  mucous 
membranes  were  very  cyanotic,  and  there 
was  extreme  congestion  of  the  right  ven- 
tricle, auricle,  and  superior  and  inferior 
vena  cava.  Subendocardial  hemor- 
rhages were  present  in  both  ventricles. 
The  liver  was  friable,  mushy,  and  ne- 
crotic. Blood  did  not  clot  post  mortem. 

Sixteen  milligrams  per  kilogram  day. 
One  animal. — Dog  26,  9 , 14.1  kg.  Pul- 
monary edema  developed  which  became 
progressively  more  severe  during  the 
first  day.  On  the  second  morning  was 
unable  to  stand.  Diarrhea  had  devel- 
oped. Died  during  the  night  following 
the  second  day.  Animal  appeared  to  be 
in  severe  shock  during  both  days.  Maxi- 
mum temperature  was  93.7°  F.  the  first 
day ; minimum  temperature  was  87.8°  F. 
the  second  day.  At  autopsy  the  only 
remarkable  change  noted  whs  extensive 
congestion  of  all  the  tissues. 

The  above  data  would  indicate  that 
the  maximum  tolerated  dose  of  maphar- 
sen  given  by  continuous  drip  is  approxi- 
mately 10  mg.  per  kg.  of  body  weight 
per  day  for  a 5-day  period  and  that 
the  minimum  lethal  dose  is  12  mg.  per 
kg.  of  body  weight  for  same  period. 

It  is  of  interest  to  consider  the  mor- 
tality rate  in  relation  to  the  excretion 
of  arsenic  by  these  animals.  Was  dog 
31  able  to  survive  12  mg.  per  kg.  of  body 
weight  per  day  because  he  was  able 
to  excrete  more  arsenic  than  the  other 
animals  which  received  12  mg.  per  kg. 
of  body  weight  per  day? 

In  order  to  ascertain  this,  the  sum  of 
the  urinary  and  fecal  excretions  during 
the  5-day  period  was  determined.  That 
which  was  not  excreted  by  the  above 
channels  was  assumed  to  be  retained, 
though  such  an  assumption  introduces 
some  error  through  the  lag  in  fecal 
excretion.  The  percentage  retained  was 
multiplied  by  the  amount  of  mapharsen 
given  in  mg.  per  kg.  of  body  weight 
per  day  to  determine  the  amount  of 
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mapharsen  retained  in  mg.  per  kg.  of 
body  weight  per  day.  The  results  ar- 
ranged in  order  of  the  amounts  retained 
are  given  in  table  2. 


Table  2 


Amount 
maphar- 
sen given 
mg/kg/ 
day 

Dog  No. 

Mg.  ma- 
pharsen/ 
kg/day 
retained 

Fate 

8 

23 

4.5 

Lived. 

10 

34 

4.8 

Do. 

8 

24 

4.9 

Do. 

10 

29 

5.1 

Do. 

10 

30 

5.  5 

Do. 

10 

28 

5.7 

Do. 

12 

31 

6.  0 

Do. 

12 

32 

7.0 

Died  sixth  day. 

12 

33 

8.  1 

Died  third  day. 

12 

25 

8.5 

Do. 

12 

27 

9.6 

Do. 

16 

26 

10.5 

Do. 

From  the  above  it  may  be  seen  that 
there  was  a direct  relationship  between 
amount  of  arsenic  retained  and  the  fate 
of  the  animal.  However,  it  may  be  ar- 
gued that  most  of  the  animals  who  died 
did  so  at  the  end  of  2 days  of  treatment 
so  that  comparison  should  be  made  on 
the  basis  of  the  amounts  excreted  during 
the  first  2 dhys  only,  regardless  of 
whether  the  animal  lived  5 or  more 
days.  This  was  done  with  the  following 
result  (table  3),  again  arranging  the 
animals  in  the  order  of  increasing 
amounts  of  arsenic  retained. 


Table  3. 


Amount 
maphar- 
sen given 
mg/kg/day 

Dog 

No. 

Mg. 

maphar- 
sen/kg/day 
retained 
(first  2 
days  only) 

Fate 

10 

34 

3.9 

Lived. 

8 

23 

5.5 

Do. 

12 

31 

6.2 

Do. 

8 

24 

6.3 

Do. 

10 

29 

6.35 

Do. 

10 

30 

6.9 

Do. 

10 

28 

7.6 

Do. 

12 

32 

8.0 

Died  sixth  day. 

12 

33 

8.4 

Died  third  day. 

12 

25 

8.5 

Do. 

12 

27 

9.6 

Do. 

16 

26 

10.5 

Do. 

On  this  basis  it  may  be  seen  that  the 
animal  which  received  12  mg.  per  kg.  of 
body  weight  per  day  and  lived  retained 
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less  arsenic  during  the  first  2 days  thar 
one  of  the  animals  which  received  8 nag. 
per  kg.  per  day.  We  have  not  as  yet  en- 
countered the  situation  in  which  a dog 
receiving  10  mg.  per  kg.  per  day  died  be 
cause  he  did  not  excrete  the  drug  at  a 
sufficiently  rapid  rate,  though  it  seems 
reasonable  to  anticipate  such  a situation 

One  must  be  cautious  in  assuming  that 
the  animals  died  as  a result  of  failure  tc 
excrete  the  arsenic.  From  the  evidence 
presented  it  is  not  certain  whether  the 
failure  of  excretion  was  primary  and  led 
to  tissue  damage  with  death  of  the  ani- 
mal, or  whether  the  failure  of  excretion 
was  a result  of  tissue  damage  which  latei 
resulted  in  death  of  the  animal.  The 
most  that  one  can  say  is  that  there  was  a 
direct  relation  between  the  amount  of 
arsenic  excreted  and  the  fate  of  the 
animal. 

The  concentrations  of  arsenic  in  whole 
blood  expressed  as  micrograms  of  arsenic 
per  hundred  cc.  of  blood  are  indicated  in 
figure  1.  The  numbers  along  the  abscissa 
refer  to  the  days  of  treatment  and  the 
letters  “a”  and  “p”  refer  to  the  morning 
and  evening  levels  respectively.  The  dif- 
ference between  concentrations  found  in 
the  animals  who  received  12  mg.  per  kg, 
per  day  and  those  who  received  10  mg. 
per  kg.  per  day  is  striking,  the  slope  of 
the  former  curve  being  much  steeper  both 
for  the  maximum  and  minimum  values. 
It  is  apparent  that  arsenic  is  not  ex- 
creted at  a sufficiently  rapid  rate  to  main 
tain  the  blood  levels  at  lower  values.  It 
may  also  be  said  that  there  is  no  one  cer- 
tain level  of  concentration  of  arsenic  in 
the  blood  at  which  death  of  the  animal 
occurs,  so  that  while  the  blood  arsenic 
level  may  indicate  the  general  course,  it 
cannot  serve  as  a basis  for  predicting  with 
certainty  the  fate  of  the  animal. 

The  results  of  arsenic  determinations 
on  the  tissues  obtained  at  the  time  of 
death  or  of  sacrifice  of  the  animal  are 
recorded  in  table  4.  The  results  are  ex 
pressed  in  micrograms  of  arsenic  per  IOC 
mg.  of  wet  tissue  except  in  the  case  ol 
bile.  The  figure  for  the  bile  represents 
the  amount  of  arsenic  found  in  all  of  the 
bile  obtained  from  the  gall  bladder. 
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Whole  Blood  Arsenic 


S Ip  2a  Zp  3a  3p  4a  4p  5a  5p 


S Ip  2a  2p  3a  3p  4a  4P  5a  5p 
Figure  1. 


Table  4. 


8mg/kg/day 

10  mg/kg/day 

12  mg/kg/day 

16mg/kg/day 

Lnimal  No 

24 

34 

30 

28 

29 

25 

33 

27 

32 

31 

26 

lays  treated 

5 

5 

5 

5 

5 

2 

2 

2 

5 

5 

2 

lays  following  treatment. 

18 

9 

10 

24 

31 

17 

— 

Heart...  .. 

15 

12 

6 

7 

59 

74 

200 

250 

330 

7 

120 

Lung.  ..  . 

17 

25 

5 

10 

27 

150 

325 

860 

460 

12 

390 

Bile..  ...  ... 

3 

1 

0 

. 25 

. 8 

146 

580 

0 

1.  134 

Liver 

23 

53 

30 

31 

16 

960 

1,  500 

1.  900 

920 

44 

1,500 

Spleen.  . 

20 

66 

60 

36 

17 

207 

570 

855 

450 

135 

266 

Kidney...  ..  ..  

38 

113 

75 

9 

20 

450 

900 

1,480 

1,  120 

52 

1,  234 

Pancreas 

11 

16 

10 

1 

15 

95 

190 

380 

417 

13 

140 

i Testicle  . 

7 

11 

15 

8 

42 

142 

185 

10 

Skeletal  muscle.. 

8 

15 

14 

0 

6 

91 

260 

265 

344 

17 

122 

Thyroid 

5 

16 

3 

33 

116 

840 

536 

46 

273 

44 

0 

24 

41 

70 

82 

174 

398 

21 

Aorta  . . 

5 

9 

3 

11 

174 

449 

500 

15 

236 

Brain 

6 

11 

12 

15 

17 

75 

30 

22 

67 

Bone...  ...  

10 

n 

11 

10 

86 

36 

200 

200 

107 

85 

46 

The  concentrations  of  arsenic  found  in 
he  tissues  of  the  animals  that  died  dur- 
ag  treatment  are,  of  course,  extremely 
igh.  Comparing  the  results  obtained 
rom  this  group  of  animals  with  those 
rom  our  previous  group  which  received 
mg.  per  kg.  of  body  weight  per  day  it 
3 seen  that  there  is  a trend  toward  a 


somewhat  longer  retention  of  the  arsenic, 
especially  in  the  spleen.  One  may 
speculate  as  to  whether  or  not  this  is  a 
result  of  more  tissue  damage  in  the 
animals  which  received  higher  dosages. 

In  this  group  of  animals  the  concen- 
trations of  arsenic  in  bones  were  defi- 
nitely lower  than  those  found  in  the 
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previous  group.  Whether  this  is  because 
of  a slightly  different  diet,  different 
dosage,  or  just  individual  differences  in 
animals,  we  do  not  know. 

Microscopic  examination  of  the  tissues 
obtained  revealed  the  following  changes. 

Eight  miligrams  per  kilogram  per 
day. — Dog  23.  Liver : The  liver  cells  ap- 
pear swollen,  obliterating  partially  the 
usual  trabecular  arrangement.  In  many 
of  the  cells  around  the  portal  spaces  and 
in  the  peripheries  of  the  lobules  there  is 
marked  granular  swelling.  There  is  no 
necrosis. 

Kidney : There  is  considerable  granu- 
lar swelling  of  the  tubular  epithelium 
and  moderate  congestion.  Lipoid  stains 
show  patches  of  fatty  metamorphosis 
mainly  in  the  collecting  tubules,  prin- 
cipally in  the  ascending  loops  of  Henle. 

Brain : The  meninges  are  congested. 
There  is  an  occasional  tiny  hemorrhage 
in  the  cortex  and  a few  red  cells  are 
seen  in  the  Virchow-Robin  spaces  about 
a few  of  the  vessels. 

Lung : The  alveoli  are  practically  all 
clear.  There  is  slight  thickening  of  the 
septa  in  a few  areas.  The  smooth 
muscle  in  the  walls  of  the  bronchioles 
appears  to  be  definitely  hypertrophied. 
There  is  some  hyperplasia  of  the  bron- 
chiole epithelium  in  some  of  the  larger 
bronchi. 

Heart : Lipoid  stain  of  the  heart 
muscle  shows  accumulation  of  fat  about 
many  of  the  vessels. 

Spleen : The  capsule  appears  somewhat 
thickened.  The  trabeculae  are  very 
prominent,  and  some  of  them  are  quite 
broad.  The  pulp  is  definitely  atrophied. 
There  is  considerable  increase  in  dark 
brown  hematogenous  pigment.  The 
lymphoid  tissue  is  fairly  abundant. 

Dog  24.  Liver : Liver  cells  are  dis- 
tinctly swollen  in  the  peripheries  of  the 
lobules.  This  involves  about  half  of 
each  lobule.  Sudan  III  stain  showed  no 
increase  in  lipoid. 

Kidney : There  is  granular  swelling  of 
the  tubular  epithelium.  This  is  most 
marked  in  the  collecting  tubules.  The 
glomeruli  appear  to  be  normal.  There 
is  no  increase  in  lipoid. 
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Brain : There  is  fairly  well  marker 
congestion  of  the  meninges  and  of  th 
brain  substance.  A small  area  of  softer 
ing  about  1 mm.  in  diameter  is  seen  1 
one  place  only. 

Lung : There  is  considerable  thicker 
ing  of  the  septa.  Many  of  the  alveo] 
are  obliterated,  and  many  of  those  re 
maining  are  dilated  and  emphysematou? 
There  are  many  large  mononuclear  cell 
in  the  thickened  septa.  This  seems  t 
be  a chronic  interstitial  pneumonia. 

Heart : The  fibers  appear  crowded  wit] 
very  slight  hemorrhage  here  and  there 
There  is  no  increase  in  lipoid. 

Spleen : The  trabeculae  are  prominen 
and  there  is  atrophy  of  the  pulp 
Lymphoid  tissue  is  fairly  abundant 
There  is  only  slight  congestion.  Then 
seems  to  be  an  increase  in  the  largi 
mononuclear  cells  in  the  splenic  pulp. 

Pancreas : Normal. 

Ten  milligrams  per  kilogram  pet 
day. — Dog  34.  Liver : Cells  are  veri 
pale  staining  throughout  with  vacuoliza 
tion  of  cytoplasm',  no  doubt  due  to  dis 
solving  out  of  glycogen. 

Kidney : There  is  parenchymatou- 

degeneration  of  the  tubular  epitheliun 
with  no  other  abnormalities. 

Brain : Moderate  congestion  of  the 

meninges  and  moderate  edema  of  the 
brain  substance  are  present. 

Lung : Normal. 

Heart : Normal. 

Pancreas : Normal. 

Dog  29.  Liver : The  cells  stain  poorly 
This  is  especially  true  of  the  centers  ol 
the  lobules.  There  is  a fine  vacuoliza 
tion  of  the  cytoplasm  in  these  areas 
Sudan  III  stain  shows  some  very  fine 
lipoid  material  resembling  lipochrome 
This  is  seen  more  abundantly  in  the 
pale  cells  around  the  centers. 

Kidney : There  is  only  granular  swell- 
ing of  the  tubular  epithelium.  No  lipoid 
is  seen. 

Brain : There  is  moderate  congestion 
in  the  meninges  and  only  slight  con- 
gestion of  the  brain  substance.  A few 
of  the  small  vessels  show  red  cells  in 
the  Virchow-Robin  spaces.  Some  of  the 
nerve  cells  take  a dark  purplish  stain 
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and  fail  to  show  little,  if  any,  tigroid 
4 i substance. 

11  Lung : Normal. 

1 Heart : Muscle  stains  rather  poorly. 

No  lesions  can  be  made  out.  Sudan  III 
;£  1 stain  shows  globules  of  fat  about  the 
vessels  and  between  some  of  the  muscle 
bundles. 

Spleen:  The  trabeculae  are  prominent 
and  lymphoid  tissue  is  fairly  abundant. 
A moderate  amount  of  fine  brown  pig- 
ment is  present  in  the  pulp. 

Pancreas:  Normal. 

Dog  30.  Liver : Liver  cells  are  pale 
staining  and  are  finely  vAcuolated 
throughout.  This  appears  to  be  due  to 
absence  of  glycogen.  Some  lipochrome  is 
seen  on  fat  stains. 

Kidney : There  is  fairly  heavy  infil- 
tration about  some  of  the  vessels.  There 
is  rather  marked  granular  swelling  of 
the  tubular  epithelium,  especially  the 
collecting  tubules.  Sudan  III  stain  re- 
veals a patchy,  fatty  degeneration  of 
the  epithelium  of  the  collecting  tubules, 
apparently  in  the  ascending  loops  of 
Henle. 

Brain : The  meninges  are  markedly 
congested.  The  brain  substance  is  mod- 
erately so.  The  spaces  are  rather  large 
about  the  vessels,  probably  indicating 
edema. 

Lung:  The  lung  shows  more  or  less 
collapse  with  thickening  of  the  septa. 
Many  of  the  vessels  are  engorged.  There 
is  hyperemia  of  the  septal  capillaries. 
Heart:  Normal. 

Spleen : There  is  increase  in  the  amount 
of  dark  brown  pigment ; otherwise 
normal. 

Dog  28.  Liver : The  cells  stain  poorly 
and  many  of  the  cells  are  vacuolated. 
This  is  probably  due  to  dissolving  out 
of  glycogen.  No  areas  of  necrosis  were 
seen.  There  is  increased  lipochrome  pig- 
ment about  the  centers  of  the  lobules. 

Kidney : There  is  rather  marked  conges- 
tion. The  glomeruli  'appear  to  be  normal. 
There  is  granular  swelling  of  the  tubular 
epithelium.  Another  section  of  kidney 
shows  more  or  less  coagulated  fluid  in 
the  spaces  of  Bowman.  There  is  fairly 


marked  granular  swelling  of  the  epithe- 
lium. 

Brain  : There  is  moderate  congestion  of 
the  meninges  of  the  brain  substance. 
Two  or  three  vessels  show  hemorrhage 
into  the  surrounding  Virchow-Robin 
spaces.  There  are  no  areas  of  softening. 

Lung : There  is  thickening  of  the  septa 
in  many  places.  The  alveoli  are  clear. 
There  is  a considerable  amount  of  dark 
brown  pigment  about  many  of  the 
bronchi. 

Heart : The  muscle  stains  palely. 
There  is  an  occasional  small  capillary 
hemorrhage.  Sudan  III  stain  shows  no 
abnormalities. 

Spleen : The  capsule  is  thick  with 
prominent  trabeculae.  There  is  moderate 
atrophy  of  the  pulp.  Lymphoid  tissue 
is  fairly  abundant.  There  is  moderate 
increase  in  finely  granular  dark  brown 
pigment. 

Twelve  milligrams  per  kilogram  per 
day. — Dog  31.  Liver : Cells  are  pale 
staining  and  much  of  the  cytoplasm  is 
finely  vacuolated.  There  is  engorgement 
of  many  of  the  vessels.  Liver  cells  ap- 
pear somewhat  crowded.  Some  lipo- 
chrome granules  are  seen  about  the  cen- 
ters. 

Kidney : There  is  rather  marked  gran- 
ular swelling  in  the  tubular  epithelium 
but  no  lipoid.  There  is  slight  round  cell 
infiltration  about  some  of  the  vessels. 

Brain : There  is  only  slight  congestion 
of  the  meninges.  Some  of  the  vessels  of 
the  brain  substance  are  moderately  en- 
gorged. There  is  moderate  edema. 

Lung : There  is  partial  collapse.  The 
muscle  about  the  bronchioles  is  definitely 
hypertrophied.  The  vessels  are  moder- 
ately engorged. 

Heart:  There  are  one  or  two  small 
hemorrhages  and  some  perivascular  infil- 
tration of  fat. 

Spleen : There  is  considerable  increase 
in  dark  brown  hematogenous  pigment. 
The  pulp  appears  atrophic.  The  lym- 
phoid tissue  is  reduced  in  amount. 

Pancreas : The  groups  of  islet  cells  are 
very  small. 
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Dog  32.  Kidney : There  is  marked 
congestion  with  engorgement  of  the  ves- 
sels. The  glomeruli  also  are  hyperemic. 
There  is  marked  granular  swelling  of  the 
tubular  epithelium  with  early  necrosis. 
There  is  some  interstitial  hemorrhage 
among  the  tubules. 

Brain : The  meninges  are  moderately 
congested.  There  is  marked  congestion 
of  the  brain  substance.  The  red  cells  are 
spread  oyer  into  the  Virchow-Robin  spaces 
in  a few  places. 

Lung : Small  groups  of  alveoli  here  and 
there  contain  coagulated  fluid  and  a mod- 
erate number  of  polymorphonuclears.  A 
number  of  the  bronchi  are  filled  with 
purulent  exudate.  Many  of  the  vessels 
are  engorged.  The  septa  are  thickened 
in  many  places.  Another  section  of  lung 
shows  a large  number  of  alveoli  filled  with 
coagulated  fluid  and  polymorphonuclears. 
All  of  the  bronchi  are  filled  with  purulent 
exudate.  Bronchopneumonia. 

Heart:  There  is  considerable  thicken- 
ing of  the  walls  of  some  of  the  larger  ves- 
sels, mainly  medial.  The  vessels  are  en- 
gorged with  blood.  The  muscle  is  pale 
staining.  Fat  stains  show  a perivascular 
fatty  infiltration  of  the  heart. 

Spleen : There  is  moderate  congestion. 
There  is  slight  increase  in  brown  pigment. 

Small  intestine:  There  is  moderate  hy- 
pertrophy of  the  muscle  but  no  other  ab- 
normalities. 

Dog  33.  Liver : There  is  intense  and 
diffuse  congestion.  Practically  all  of  the 
sinusoids  are  dilated  and  filled  with  blood. 
No  areas  of  necrosis  are  seen.  There  is 
some  increase  in  lipochrome. 

Kidney : Marked  congestion  is  present. 
The  glomeruli  are  essentially  normal. 
There  is  granular  swelling  of  the  tubular 
epithelium.  There  is  round  cell  infiltra- 
tion about  a few  of  the  vessels. 

Brain : There  is  marked  congestion  of 
the  brain  substance  and  some  edema. 

Lung : Marked  congestion  is  present 
throughout.  Many  leukocytes  and  red 
blood  cells  are  in  the  alveoli,  also  more  or 
less  coagulated  fluid.  Another  section  of 
lung  shows  marked  congestion  with  some 
hemorrhage  into  the  alveoli  in  places. 
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Heart : There  is  hemorrhage  around  an 
occasional  vessel  and  several  small  areas 
of  interstitial  hemorrhage.  A perivas- 
cular infiltration  with  fat  is  noted  in 
sections  stained  with  sudan  III. 

Spleen : There  is  apparent  atrophy  and 
a considerable  increase  in  brown  hema- 
togenous pigment. 

Small  bowel : Normal. 

Dog  25.  Liver:  The  portal  veins  are 
greatly  engorged  with  blood,  and  in  some 
portions,  especially  the  subcapsular,  the 
sinusoids  are  distended  with  blood.  Some 
parts  of  this  region  present  evidences  of 
early  necrosis.  In  other  parts  the  liver 
cells  contain  small  vacuoles,  probably  the 
result  of  fatty  degeneration.  The  nuclei 
stain  fairly  well.  In  some  regions  the 
sinusoids  contain  many  red  cells  which 
are  devoid  of  hemoglobin, 

Kidney : The  glomeruli  are  extremely 
congested  but  otherwise  appear  to  be 
normal.  The  vessels  of  the  interstitial 
tissue  are  all  engorged  with  blood.  Early 
necrosis  is  seen  in  the  cells  of  the  tubules, 
especially  in  the  ascending  loops  of  Henle. 
Many  of  the  epithelial  cells  in  the  col- 
lecting tubules  contain  fine  vacuoles.  No 
blood  nor  casts  are  seen  within  the 
tubules.  The  epithelium  is  markedly 
swollen  in  many  places.  The  interstitial 
tissue  is  definitely  edehiatous. 

Brain  : The  vessels  of  the  pia  are  exten- 
sively engorged  and  the  brain  tissue  itself 
presents  a considerable  amount  of  con- 
gestion. Slight  hemorrhages  into  the 
Virchow-Robin  spaces  are  seen,  at  least  in 
some  portions. 

Lung:  Many  small  areas  are  seen  in 
which  the  alveoli  are  filled  with  blood, 
many  of  them  apparently  are  collapsed, 
and  some  are  filled  with  coagulated  fluid. 
The  larger  vessels  are  engorged  with 
blood,  but  there  is  no  pneumonic  con- 
solidation. 

Small  intestine : In  many  sections  the 
epithelium  over  the  tips  of  the  villi  is 
desquamated  and  there  is  slight  round- 
cell infiltration  in  this  portion.  The 
mucosa  is  moderately  congested  but  other- 
wise the  wall  is  normal. 

Dog  27.  Kidney : Aside  from  the  con- 
gestion of  the  glomeruli  and  engorgement 
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of  the  large  vessels,  no  abnormal  changes 
are  evident.  The  conditions  are  similar 
to  those  described  in  other  specimens. 

Brain : Congestion  and  recent  hemor- 
rhage are  present  in  the  pin.  The  large 
nerve  cells  are  pale,  stain  very  poorly, 
and  there  is  no  stainable  tigroid  material. 
In  some  instances  the  nuclei  cannot  be 
seen. 

Lung : The  septa  are  markedly  con- 
gested ; the  larger  vessels  engorged  and 
many  of  the  alveoli  are  filled  with  coag- 
ulated fluid.  The  bronchi  are  clear  and 
there  are  no  areas  of  consolidation. 

Dog  2fi.  Liver : An  extreme  degree  of 
congestion  is  seen  throughout,  and  the 
larger  vessels  are  engorged.  In  some 
portions  the  liver  cell  trabeculae  are 
more  or  less  disorganized.  In  many  por- 
tions there  is  evidence  of  early  necrosis 
but  no  infiltration  of  the  polymorphonu- 
clear leukocytes. 

Kidney : Aside  from  a rather  marked 
degree  of  congestion,  the  glomeruli  are 
normal.  The  epithelium  of  the  tubules 
presents  definite  evidence  of  granular 
swelling  and  here  the  nuclei  are  rather 
pale  but  can  be  made  out  in  practically 
all  portions.  In  the  interstitial  tissue  a 
considerable  degree  of  edema  and  en- 
gorgement of  the  large  vessels  is  present. 

Brain  : Aside  from  moderate  congestion 
of  the  meninges  and  perivascular  hem- 
orrhage in  the  region  of  one  or  two  ves- 
1 sels  the  tissue  appears  to  be  normal. 

Lung : Many  alveoli  contain  coagulated 
fluid,  debris,  and  fibrin.  Marked  conges- 
tion and  engorgement  of  the  vessels  are 
seen  in  the  septa.  In  the  tissue  about 
some  of  the  bronchi,  regions  of  pneu- 
monic consolidation  are  present,  and 
many  of  the  bronchi  are  filled  with  des- 
quamated epithelium  and  small  masses 
of  fibrin.  There  are  no  polymorpho- 
nuclear leukocytes. 

Spleen : Many  of  the  venous  spaces 
contain  masses  of  cellular  material  in 
the  form  of  whorls.  They  have  a granu- 
lomatous appearance.  Lymphoid  tissue 
is  greatly  reduced  in  amount. 

Small  intestine : The  mucous  mem- 
brane appears  to  be  hypertrophic  and  a 
moderate  degree  of  desquamation  of 
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epithelium  is  seen  over  the  tips  of  the 
villi.  Aside  from  this  and  moderate  con- 
gestion, the  intestine  is  normal. 

COMMENT 

Tatum  and  Cooper  ( lt ) in  their  original 
work  on  mapharsen  found  that  with 
single  injections  the  M.  L.  I).  for  dogs 
was  15  mg.  per  kg.  of  body  weight  and  the 
M.  T.  D.  was  12  mg.  per  kg.  of  body 
weight.  Our  results  would  indicate  that 
by  continuous  drip  the  M.  L.  D.  is  12  mg. 
per  kg.  of  body  weight  per  day  for  the 
5-day  period  and  the  M.  T.  D.  is  approxi- 
mately 10  mg.  per  kg.  of  body  weight  per 
day  for  the  same  period. 

Thus  in  a 5-day  period  one  may  ad- 
minister 50  mg.  per  kg.  of  body  weight 
and  still  not  exceed  the  M.  T.  D.  That 
this  is  greater  than  could  be  given  in  a 
single  dose  is  obvious,  but  whether  it  is 
more  than  could  be  given  by  multiple 
divided  doses  without  the  continuous 
drip  is  yet  to  be  determined.  That  the 
tolerance  would  be  found  to  be  increased 
by  divided  doses  over  the  single  dose  is 
suggested  by  the  statement  of  Tatum 
and  Cooper  that  they  were  able  to  give 
dogs  8 mg.  per  kilogram  three  times  a 
day  at  4-hour  intervals  without  any 
serious  symptoms  of  toxicity. 

Our  experiences  regarding  the  death 
of  the  animals  was  similar  to  those  of 
the  above  authors  who  found  that  fatal 
doses  always  killed  the  animals  within 
the  first  24-hour  period.  We  had  no 
deaths  which  did  not  occur  either  during 
the  course  of  treatment  or  immediately 
following.  The  animals  which  survived 
appeared  to  be  normal  within  1 to  2 days 
after  cessation  of  treatment  except  that 
a few  continued  to  have  diarrhea. 

Attention  should  be  called  to  the  fact 
that  animals  which  survived  the  treat- 
ment and  appeared  grossly  normal  at 
autopsy  presented  varying  degrees  of 
microscopic  damage  to  the  tissues. 
These  changes  were  not  encountered  in 
the  previous  series  in  which  four  milli- 
grams per  kilogram  of  body  weight  per 
day  was  administered. 

With  the  exception  of  dog  27  those  ani- 
mals that  died  apparently  did  so  because 

165 


of  severe  diffuse  capillary  damage,  such 
as  one  would  expect  in  acute  arsenic 
poisoning.  The  picture  resembled  that 
of  severe  shock  with  subnormal  tempera- 
ture, cold  extremities,  very  slow  venous 
filling  in  the  extremities  so  that  it  was 
difficult  to  obtain  blood,  varying  degrees 
of  lethargy,  and  finally  coma.  At  au- 
topsy the  most  striking  single  change 
was  the  extreme  congestion  of  all  the 
tissues,  both  grossly  and  microscopically. 

Dog  27  was  particularly  interesting 
because  of  the  bleeding  which  developed. 
The  blood  clotted  normally  before  treat- 
ment was  begun,  though  no  counts  of  the 
red  cells,  white  cells,  or  platelets  were 
made  before  the  experiment  was  started. 
Even  though  the  platelets  were  depressed 
it  appears  improbable  that  the  bleeding 
could  be  accounted  for  on  that  basis 
alone,  and  it  is  probable  that  the  severe 
liver  damage  played  a major  role  in  pro- 
duction of  the  hemorrhage.  It  is  unfor- 
tunate that  we  were  not  able  to  obtain  a 
prothrombin  time. 

The  hematuria  which  developed  in  so 
many  of  the  animals  came  on  in  such 
manner  as  to  indicate  that  trauma  due  to 
catheterization  was  not  responsible.  The 
onset  was  insidious  and  once  the  hema- 
turia had  begun  it  became  progressively 
more  severe.  In  one  instftnce  red  blood 
cell  casts  were  noted. 

A comparison  of  the  therapeutic  index 
obtained  by  the  continuous  drip  versus 
single  injection  must  await  experiments 
on  rabbits.  Some  interesting  compari- 
sons may  be  made,  however,  on  the  data 
now  available.  Thus  the  generally  ac- 
cepted weekly  dose  of  mapharsen  given  in 
conventional  therapy  approximated  1 mg. 
per  kg.  of  body  weight  while  the  M.  T.  D. 
in  dogs  by  single  injection  is  12  mg.  per 
kg.,  giving  a ratio  of  12.  The  dose  of 
mapharsen  which  has  been  used  in  the 
continuous  drip  treatment  of  syphilis  ap- 
proximates 4 mg.  per  kg.  per  day  for  a 
5-day  period,  while  the  M.  T.  D.  in  dogs 
by  the  continuous  drip  is  10  mg.  per  kg. 
per  day,  giving  a ratio  of  2.5.  This  would 
certainly  suggest  that  the  margin  of  safety 
is  considerably  less  and  that  much  caution 
must  be  used  in  accepting  the  continuous 
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drip  as  a general  form  of  therapy.  That 
the  margin  of  safety  is  less  is  further 
indicated  by  the  one-percent  incidence  of 
central  nervous  system  complications  en- 
countered by  the  New  York  group  in 
their  patients  who  were  treated  with 
mapharsen. 

CONCLUSIONS 

1.  The  maximum  tolerated  dose  of 
mapharsen  when  given  to  dogs  by  the 
continuous  drip  method  for  a period  of  5 
consecutive  days  is  10  milligrams  per  kilo- 
gram of  body  weight  per  day. 

2.  The  minimum  lethal  dose  for  the 
same  conditions  is  12  mg.  per  kg.  per  day. 

3.  The  M.  T.  D.  and  M.  L.  D.  are  such 
as  to  indicate  the  need  for  considerable 
caution  in  the  administration  of  massive 
doses  of  mapharsen  to  patients  by  the 
continuous  drip  method. 
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Evaluating  a Serologic  Test  for  Syphilis 
in  a Metropolitan  Community1 

NATHAN  NAGLE,  A.  B. 
and 

J.  C.  WILLETT,  D.  V.  M. 


IN'  KEEPING  with  the  present  attempt 
to  stamp  out  syphilis  in  this  country, 
the  St.  Louis  Health  Division  in  coop- 
eration with  the  United  States  Public 
Health  Service  and  the  Missouri  State 
Board  of  Health  inaugurated  a new 
venereal  disease  control  program  in  1939. 
Evaluating  the  serologic  test  for  syphilis 
in  the  St.  Louis  laboratories  became  the 
task  of  the  health  division  laboratory. 
Questionnaires  submitted  to  all  St.  Louis 
medical  institutions  disclosed  that  33  out 
of  42  conducted  serologic  tests  for  syph- 
ilis and  that  26  (80  percent)  of  the  33 
performed  the  Kahn  test.  This  was  the 
principle  reason  for  adopting  this  test 
as  the  standard  serologic  procedure  in 
St.  Louis.  The  health  division’s  13 
years’  experience  with  the  Kahn  test  also 
influenced  the  decision. 

Surveys  were  conducted  in  the  26  insti- 
tutions doing  the  Kahn  test  and  in  the 
remaining  7 after  this  test  had  been 
adopted.  A member  of  the  health  divi- 
son  laboratory  observed  the  performance 
of  the  test  and  inspected  the  equipment 
in  the  various  laboratories.  An  outline 
Containing  pertinent  information  regard- 
ing equipment,  reagents,  and  technic 
jased  upon  Dr.  Kahn’s  latest  publica- 
tions2 was  used  as  a guide.  Each  labo- 
ratory was  required  to  use  a Kahn  me- 
chanical shaker,  thermostatically  con- 
crolled  water  bath,  and  standard  glass- 
ware. The  technicians  were  invited  to 
he  health  division  laboratory  to  check 
heir  reading  ability.  If  the  facilities 
were  found  to  be  inadequate,  and  if  the 
echnic  deviated  from  that  prescribed  by 


1From  the  St.  Louis  Health  Division  Labo- 
atory,  St.  Louis,  Mo. 

2 Kahn,  R.  L.  : The  Kahn  Test,  Baltimore, 
Villiams  and  Wilkins,  1928 : Technics  of 
ierodiagnostic  Tests  for  Syphilis,  Supp.  No.  11 
o Ven.  Dis.  Inform.,  U.  S.  Public  Health 
Service,  1940. 


Kahn,  a written  recommendation  was 
submitted  to  the  laboratory. 

Improper  reading  of  the  test  was  the 
most  conspicuous  cause  of  variation  in 
results.  Figure  1 shows  that  reading 
was  done  incorrectly  in  17  laboratories. 
The  greatest  number  of  these  laboratories 
missed  positive  and  doubtful  reactions 
because  they  were  not  using  the  proper 
light  arrangement,  others  because  of  im- 
proper interpretation  of  the  amount  of 
precipitate  present  or  because  of  dirty 
or  badly  scratched  glassware.  Daylight 
was  utilized  in  all  but  two  laboratories, 
and  in  3 laboratories  a 10-X  microscope 
eye  piece  was  used. 

The  antigen  used  in  the  Kahn  test  also 
was  an  important  factor  in  causing  dis- 
crepancies in  some  laboratories.  Of  28 
samples  of  antigen  which  were  compared 
with  standard  antigen  secured  from  Dr. 
Kahn,  11  were  found  to  be  more  sensi- 
tive, 4 were  less  sensitive,  and  3 con- 
tained a large  amount  of  precipitate. 
In  three  institutions  the  standard  antigen 
was  kept  in  the  refrigerator,  and  in 
two  instances  a partially  dissolved  rub- 
ber stopper  was  used  in  the  antigen 
bottle.  Many  of  the  containers  in  which 
antigen  was  kept  were  closed  with 
loosely  fitting  stoppers. 

Blood  specimens  were  not  centrifuged 
properly  in  12  laboratories.  In  a few  in- 
stances negative  serums  were  probably 
being  reported  as  positive  because  of  the 
large  amount  of  precipitate  found  in  the 
specimens. 

Water  baths  were  maintained  at  tem- 
peratures anywhere  between  54°  and  58° 
C.  in  12  laboratories  despite  the  fact  that 
it  has  been  shown  that  even  one  degree 
variation  from  56°  C.  over  a period  of  30 
minutes  definitely  influences  the  sensi- 
tivity of  the  test.  Three  laboratories 
were  not  equipped  with  thermostatically 
controlled  water  baths. 
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LABORATORIES  DEVIATING  FROM  STANDARD  KAHN  PROCEDURE 


Figure  1. 


The  salt  solution  presented  another 
problem.  In  two  or  three  instances  the 
amount  of  extraneous  material  present 
was  sufficient  to  make  negative  tests  look 
like  positive  tests.  Many  technicians 
failed  to  shake  the  test  properly.  Four 
laboratories  were  not  equipped  with  me- 
chanical shakers.  Tubes  of  all  sizes  and 
descriptions  were  used  in  11  laboratories. 

One  point  of  technic  which  has  a direct 
bearing  on  the  accuracy  of  the  Kahn  test 
is  the  size  of  the  pipette  used  in  measur- 
ing small  amounts  of  reagents.  Nine 
laboratories  were  using  either  5 or  10  cc. 
pipettes  for  measuring  1 or  2 cc.  of  antigen 
and  salt  solution  in  making  the  emulsion. 

After  all  laboratories  had  acquired 
standard  equipment  and  after  the  tech- 
nician had  shown  sufficient  ability  to  con- 
duct and  read  the  Kahn  test,  the  health 

168 


division  furnished  Kahn  antigen  to  each 
laboratory.  This  antigen  was  made  in 
t lie  health  division  laboratory  and  was 
checked  and  approved  by  Dr.  Kahn.  The 
laboratories  were  then  divided  into  small 
groups  of  6 to  8 each  and  were  checked 
with  split  identical  specimens  procured 
by  the  health  division  venereal  disease 
service.  Each  laboratory  received  about 
10  specimens  3 days  a week  until  70  to  120 
specimens  were  examined.  In  order  to 
evaluate  the  results  obtained  by  the  re- 
spective  laboratories,  the  findings  re-  I 
ported  by  the  majority  were  considered 
as  the  correct  Kahn  report. 

Figure  2 shows  the  percent  deviation 
(absolute  and  relative)  obtained  by  31 
laboratories  when  compared  with  the 
correct  report.  Twenty  laboratories  ob- 
tained satisfactory  results  in  one  series 
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>f  check  specimens  in  that  they  showed 
>nly  0 to  2 percent  absolute  deviation 
com  the  correct  report,  while  nine  failed 
o agree  with  the  correct  report  on  3 to 
0 percent  of  the  specimens  examined  in 
he  first  series.  In  analyzing  the  devia- 
ions  from  the  correct  report,  one  plus 
lifferences  were  not  considered  important 
nd  hence  were  not  included  in  the 
nalysis. 

The  laboratories  that  failed  to  agree 
Ivith  the  majority  report  returned  the 
echnicians  to  the  health  division  labora- 
ory  for  additional  instructions.  A Sec- 
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ond  series  of  check  specimens  was  then 
sent  to  these  laboratories.  Figure  2 
shows  also  the  improvement  obtained 
with  this  series  of  specimens.  Labora- 
tory X,  for  example,  showed  remarkable 
improvement  since  the  percentage  error 
decreased  from  10  to  1.  All  laboratories 
(except  XVI)  showed  satisfactory  results 
after  the  second  series  of  specimens. 
Laboratory  XVI  checked  a third  series  of 
30  specimens  and  obtained  complete  agree- 
ment with  the  health  division  laboratory. 

Before  final  approval  of  the  respective 
laboratories,  a number  of  carefully  se- 
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lected  split  identical  serums  were  sent  to 
each  of  the  33  laboratories  and  to  Dr. 
Kahn’s  laboratory,  which  served  as  con- 
trol. This  group  of  specimens  consisted 
of  15  negative  reacting  serums,  6 + + ++, 


6 + + +,  16  ++,  and  10  + serums. 
Seven  of  the  15  negative  serums  were 
procured  from  syphilitic  individuals  whc 
had  had  recent  doubtful  reactions. 

As  shown  in  figure  3,  31  of  the  labora- 
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ories  did  not  deviate  more  than  8 per- 
ent  in  significant  results  from  those  re- 
iorted  by  the  control  laboratory.  Seven 
aboratories  agreed  closely  with  the  eon- 
rol  in  that  no  results  were  obtained 
howing  differences  between  a positive 
nd  negative  report.  Twelve  laboratories 
howed  a 1-  to  5-percent  absolute  devia- 
ion,  while  12  other  laboratories  showed 

5-  to  8-percent  difference.  Only  two 
iboratories  (VII  and  XIV)  showed  more 
han  10  percent  absolute  deviation. 

Table  1 shows  how  the  laboratories 
greed  on  a few  representative  serums 
a the  final  series  of  53  specimens.  Of 
he  specimens  obtained  from  the  group 
f presumably  nonsyphilitic  individuals, 
lie  (case  41)  was  reported  negative  by 
2 laboratories  and  positive  (2  plus)  by 
he  remaining  two  laboratories.  The  re- 


sults with  serum  from  case  53  were  quite 
consistent,  31  laboratories  reporting  the 
specimen  negative  and  3 reporting  the 
specimen  as  doubtful.  Some  of  the  re- 
sults obtained  were  somewhat  less  con- 
sistent in  the  weakly  positive  specimens 
from  the  nontreated  cases  of  late  latent 
syphilis.  The  specimen  from  case  42,  for 
example,  was  reported  positive  ( + + in 
19  laboratories,  + + + in  11  and  -f  + -f  + 
in  1 laboratory)  by  31  laboratories 
and  negative  by  3 laboratories.  Similar 
inconsistencies,  although  few,  were 
found  among  specimens  obtained  from 
the  treated  cases  of  late  latent  syphilis. 
Variable  results  were  obtained  with  the 
serum  from  the  patient  with  neurosyph- 
ilis (case  28).  Twenty  laboratories  re- 
ported this  serum  negative;  11  reported 
it  doubtful;  and  3 reported  it  positive. 


able  1. — Results  reported  on  representative  samples  of  the  final  series  of  53  identical 
blood  specimens  submitted  to  34  laboratories 


Clinical  history 

Treatment 

Case 

34  laboratories  reporting  specified  serologic 
reactions 

Speci- 

mens 

No. 

Control 1 

4+ 

3+ 

2+ 

Doubt- 

ful 

Nega- 

tive 

dam- 

aged 

[ 53 

3 

30 

resumably  nonsyphilitic  _ 

i 2 

Ido 

1 

2 

30 

1 41 

...  .do.  

2 

31 

rimary  syphilis 

Not  treated 

11 

do.  

2 

5 

26 

J _ do.  . 

40 

5 

7 

15 

6 

arly  latent  syphilis 

(.Treated 

/ 56 

2+ 

1 

5 

21 

5 

1 

{ 44 

3+. 

6 

10 

13 

4 

1 

3 

20 

9 

fNot  treated. . - _ 

\ 42 

2+._. 

1 

11 

18~l 

3 

1 43 

4+_  . 

22 

8 

3 

ate  latent  syphilis 

j 

2+ 

8 

16 

7 

2 

[Treated 

I 14 

3+... 

4 

17 

9 

1 

2 

1 39 

2+ 

4+ 

16 

10 

1 6 

32 

1 

ongenital  syphilis.  _ . . 

do.  ..  .. 

9 

2+  . 

1 

4 

18 

8 

2 

feurosyphilis 

28 

Doubtful  . . 

1 

2 

10 

20 

1 Performed  in  the  laboratory  of  Dr.  Reuben  L.  Kahn,  University  of  Michigan. 


SUMMARY 

Although  the  Kahn  test  is  a compara- 
ively  simple  procedure  it  is  obvious 
; rom  the  results  of  this  cooperative  study 
i bat  many  factors  may  alter  the  aecu- 
acy  of  this  test.  Physical  equipment 
nd  the  quality  of  the  reagents  used  are 
jtl  f utmost  importance.  The  training  and 
J bility  of  the  technician  also  plays  an 
5 f(  uportant  role  in  unifying  this  or  any 
erologic  procedure.  The  results  ob- 
lined  would  indicate  that  with  the  use 
f standard  equipment  and  reagents 


and  with  properly  trained  technicians  it 
is  possible  to  obtain  satisfactory  results 
in  the  majority  of  laboratories. 

In  view  of  the  close  cooperation  of 
this  group  of  laboratories  toward  the 
attainment  of  the  common  objective,  that 
of  uniformity  in  the  serologic  diagnosis 
of  syphilis,  only  two  (6  percent)  of  the 
laboratories  showed  more  than  a 10- 
percent  significant  deviation  from  the 
control  laboratory.  By  our  method  of 
appraisal  only  positive  to  negative  or 
negative  to  positive  differences  from  the 
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control  laboratory  were  considered  sig- 
nificant deviations. 

In  addition,  any  evaluation  study  of 
this  kind  must  be  judged  in  the  light  of 
the  kind  of  specimens  submitted  for 
checking  purposes,  since  weakly  positive 
reactions  obviously  will  yield  more  dis- 
crepant results. 

CONCLUSION 

It  is  evident  from  results  obtained  in 
St.  Louis  that  if  comparable  results  are 
to  be  obtained  in  a group  of  laboratories 
using  the  same  serologic  test  in  the 
laboratory  diagnosis  of  syphilis,  the  fol- 
lowing points  must  be  adhered  to : 

1.  Local,  convenient,  training  facilities 

must  be  available  for  technicians. 

2.  The  technic  employed  must  follow 

exactly  the  procedure  of  the  au- 
thor-serologist,  and  should  be 
checked  by  a competent  worker. 

3.  Standard  reagents  and  certain  mini- 

mum equipment  must  be  'available. 

4.  Periodic  checking  of  the  laboratory 

with  properly  selected  specimens 
must  be  made  by  a control  labora- 
tory. 


This  study  was  made  possible  through  the 
initiative  and  cooperation  of  Dr.  ,T.  F.  Bre- 
deck,  Health  Commissioner,  and  Dr.  F.  C. 
Gilliek  and  staff  of  the  Venereal  Disease  Serv- 
ice. Thanks  are  due  to  Dr.  S.  E.  Sulkin,  re- 
search bacteriologist,  for  his  valuable  aid  in 
analyzing  and  assembling  this  data. 


DIAGNOSIS 


The  adequate  diagnosis  of  infantile  con- 
genital syphilis.  Norman  R.  Ingra- 
ham, Jr.,  Bertram  Shaffer,  Barbara  E. 
Spence  and  James  H.  Gordon.  Arch. 
Dermat.  & Syph.,  Chicago,  43:  323- 
340,  Feb.  1941. 

A 5-year  follow-up  study  of  230  infant 
offspring  of  syphilitic  mothers  born  at 
the  Philadelphia  General  Hospital  during 
18  months  from  October  1933  to  April 
1935  is  presented.  Approximately  one 
third  of  the  syphilitic  group  were  known 
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to  have  died,  as  compared  with  one  tern 
of  the  nonsyphilitic  group,  but  it  wj 
possible  to  reexamine  about  70  percc: 
of  the  remaining  living  children  aft  • 
4 to  5 years. 

No  infant  was  discovered  in  whc  i 
serologic  tests  and  the  roentgenograpl  • 
procedures  employed  had  not  furnish] 
evidence  on  which  to  establish  the  dk 
nosis  of  syphilis  in  infancy,  if  it  w] 
present.  The  spontaneous  remission  ! 
clinical  symptoms  and  the  disappearau 1 
of  laboratory  evidence  of  the  disea 
after  comparatively  little  or,  at  times,  i 
antisyphilitic  treatment  was  found  to  be 
relatively  frequent  occurrence  among  t: 
synhilitie  infants  who  survived  the  fir 
few  months  of  their  disease.  Hyperp 
rexia  from  an  intercurrent  infection  m; 
be  one  of  the  factors  which  bring  abo 
this  apparent  “cure.”  An  analysis  of 
infants  diagnosed  as  syphilitic  show 
that  13  were  clinically  and  serological 
cured  with  no  treatment,  12  with  inao 
quate  treatment,  and  15  with  more  tin 
a year  of  active  therapy ; 10  h'ad  di< 
who  had  received  no  treatment  and 
after  inadequate  treatment ; 3 inad 
quately  treated  and  3 with  more  tin 
a year’s  treatment  still  showed  sympton 
of  syphilis. 

To  determine  the  practical  importam 
of  recent  advances  in  serologic  and  roen 
genographic  diagnosis  of  infantile  co 
genital  syphilis  the  authors  have  cot 
pared  results  in  the  5-year  study  wit 
those  obtained  in  16  months  from  Se 
tember  1038  to  January  1940.  Misinte 
pretation  of  the  roentgenogram  of  tl 
long  bones,  which  introduced  errors  a 
great  as  12  percent  5 years  ago,  is  b 
coming  uncommon,  largely  through 
better  understanding  of  (a)  the  occu 
rence  of  rather  wide  variations  in  norm; 
metaphysial  densities,  (&)  the  effect  < 
prep'artal  treatment  of  the  mother,  wit 
heavy  metals  in  producing  opaqn 
shadows  in  the  shafts  of  the  infant 
bones,  and  (c)  the  importance  of  di 
ferentiating  the  early  osteochondritis  an 
periosteal  changes  developing  in  th 
malnourished  rachitic  infant  2 to 
months  of  age.  Other  causes  of  dhq 
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jiostic  error  have  been  infrequent  in  the 
uthors’  experience.  Significant  roent- 
enographic  changes  as  a result  of  syph- 
ilis in  an  infant  with  negative  serologic 
eactions  of  the  blood  are  likewise 
jinusual.  It  is  believed  that  the  use  of 
he  roentgenogram  as  a subsidiary  diag- 
nostic aid  will  be  found  of  greatest 
ialue  in  those  cases  in  which  a recent 
infection  of  the  mother  or  grossly  insuf- 
icieut  amounts  of  prepartal  treatment 
ender  the  presence  of  the  disease  in 
he  offspring  most  likely. 

The  quantitative  titered  Wassermann 
iest  seems  to  have  its  greatest  value 
iq  detecting  nonsyphilitic  infants  with 
iositive  serologic  reactions  at  birth.  In 
he  second  series  74  percent  of  the  in- 
ants presenting  serologic  reactions 
luring  the  immediate  neonatal  period 
pparently  did  not  have  syphilis.  The 
■etection  of  the  syphilitic  infant  by  the 
se  of  the  quantitative  titered  Wasser- 
lami  test  alone  is  complicated  by  the 
acts  that  (a)  the  birth  of  a syphilitic 
rafant  in  whom  the  serum  reagin  titer 
5 significantly  greater  than  that  of  the 
pother  is  apparently  an  infrequent  oe- 
urrence;  (b)  the  syphilitic,  as  well  as 
lie  nonsyphilitic,  infant  may  occasionally 
xhibit  initially  a decreasing  titer ; and 
|c)  a significant  rise  in  the  serum  reagin 
iontent  may  not  occur  for  from  4 to  8 
eeks  postnatally. 

From  this  study  the  authors  say  that 
lie  most  accurate  diagnosis  of  infantile 
jongenital  syphilis  still  calls  for  a close 
bordination  in  the  interpretation  of  sero- 
igic  reactions  of  the  blood  and  roent- 
enographic  changes. 

einfection  in  congenital  syphilis. 

Richard  I>.  Hahn.  Am.  J.  Syph., 
Gonor.  & Yen.  Dis.,  St.  Louis,  25:  200- 
214.  Mar.  1941. 

The  literature  on  second  infection  in 
mgenital  syphilis  is  reviewed.  Up  to 
le  present  time  no  indisputable  second 
ifection  in  a congenital  syphilitic  patient 
is  been  reported.  In  the  earlier  case 
ports  the  diagnosis  of  both  the  eon- 
■nital  and  acquired  infections  had  to  be 
ferred  from  clinical  appearances  alone. 


More  recent  authors  usually  conformed 
to  adequate  criteria  for  the  demonstration 
of  the  acquired  infection,  but  they  ac- 
cepted rather  ill-defined  dystrophies  or 
purely  anamnestic  data  as  sufficient  evi- 
dence for  the  previous  presence  of  con- 
genital syphilis. 

The  presumed  significance  of  many  of 
the  so-called  dystrophies  is  derived  from 
the  older  clinicians  and  includes  (espe- 
cially in  the  French  literature)  prac- 
tically all  the  ills  to  which  human  flesh 
is  heir.  Presumed  reinfections  in  -which 
the  presence  of  more  or  less  vague  dystro- 
phies is  the  sole  evidence  of  congenital 
syphilis  cannot  be  accepted.  The  first  in- 
fection must  be  proved  to  be  congenital. 

Second  infection  is  very  rare  in  ac- 
quired syphilitics  who  have  reached  the 
latent  stage  before  the  institution  of 
treatment.  It  is  altogether  unlikely  that 
second  infection  should  occur  in  pre- 
viously untreated  tardive  congenital  syph- 
ilitics. Yet  it  is  this  type  of  case  which 
has  comprised  the  bulk  of  those  reported 
in  the  literature. 

The  first  early  congenital  syphilitic  pa- 
tients adequately  treated  by  modern 
standards,  are  now  reaching  an  age  at 
which  the  incidence  of  acquired  syphilis 
is  high.  It  is  with  the  hope  of  stimulating 
a search  for  more  such  patients  that  the 
author  reports  the  present  cases. 

The  author  found  104  cases  of  probable 
or  possible  reinfection  listed  in  the  diag- 
nosis file  of  the  syphilis  clinic  of  the  Johns 
Hopkins  Hospital.  Among  these,  only 
three  represented  reinfections  in  possible 
congenitally  syphilitic  jiatients.  One  of 
these  first  came  under  observation  at  the 
a:e  of  8 years.  This  case  is  not  included 
in  this  report  due  to  the  obvious  impossi- 
bility of  entirely  ruling  out  syphilis  ac- 
quired early  in  life.  The  other  two  are 
reported  in  detail. 

These  two  cases  conformed  to  rigid 
criteria  for  both  the  congenital  and  the 
acquired  infection.  In  the  first  there 
were  13  years  < >f  clinical  and  serologic 
negativity,  including  a negative  cerebro- 
spinal fluid,  between  the  congenital  and 
the  acquired  infection.  In  the  second, 
although  the  serologic  test  for  syphilis  at 
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no  time  became  entirely  negative,  there 
were  at  least  8 years  of  clinical  negativity 
(including  a negative)  cerebrospinal  fluid) 
between  the  congenital  and  the  acquired 
infection. 

Causes  of  prematurity.  II.  Comparison 
of  maternal  histories  of  premature  and 
full  term  infants.  Nina  A.  Anderson, 
Estelle  W.  Brown  and  Robert  A.  Lyon. 
Am.  J.  Dis.  Child.,  Chicago,  61:  72-87, 
Jan.  1941. 

A study  has  been  made  of  a total  of 
2,373  women  admitted  to  the  obstetric 
wards  of  the  Cincinnati  General  Hospital 
who  gave  birth  to  single  liveborn  white 
and  Negro  infants. 

For  the  purpose  of  comparison  in  re- 
ports which  will  follow  this  study, 
results  have  been  expressed  as  for  (a) 
mothers  whose  infants  weighed  less  than 
5 pounds  8 ounces  or  (b)  5 pounds  8 
ounces  or  over,  and  those  whose  infants 
weighed  (c)  less  than  5 pounds  or  (d) 
5 pounds  or  over. 

As  diagnosed  by  a positive  Kahn  reac- 
tion, syphilis  occurred  in  6.8  percent  of 
all  mothers.  It  occurred  in  8.9  percent 
of  (a)  and  in  6.6  percent  of  (6)  ; also  in 
12.5  percent  of  (c)  and  6.5  percent  of 
( d ).  A positive  Kahn  reaction  occurred 
in  11.3  percent  of  the  Negro  and  in  3.9 
percent  of  the  white  mothers.  There 
was  a positive  reaction  in  5.9  percent  of 
white  mothers  in  class  (a),  in  3.8  per- 
cent of  (b)  ; also  in  9.8  percent  of  (c), 
and  3.7  percent  of  (d).  Among  the 
Negro  mothers,  the  reaction  was  posi- 
tive in  11.8  percent  of  (a),  11.2  percent 
of  (b)  ; also  15.6  percent  of  (c)  ; and 
11.1  percent  of  (d). 

Apparently  if  syphilis  is  associated 
with  premature  delivery,  it  is  in  the 
white  rather  than  the  Negro  patients  and 
in  the  group  producing  infants  of  the 
lowest  birth  weights. 

A clinically  remarkable  case  of  congeni- 
tal syphilis.  M.  Lutz.  Sozialhyg.  der 
Geschlechtskr.,  Berlin,  No.  5,  Oct.  1940. 
The  case  of  a 23-year-old  woman  is 
reported  who  was  first  seen  because  of 
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the  complaint  that  menstruation  had  n 
yet  occurred.  Both  parents  had  syp 
ilitic  infections.  The  patient  had  hi 
“corneal  inflammation”  at  the  age  of  : 
years.  When  she  was  18  years  old  i\ 
ulcer  appeared  in  the  region  of  the  le 
elbow ; shortly  afterwards  similar  lesioi 
appeared  on  the  legs  and  about  1 ye: 
ago  the  face  became  involved  as  well. 

Examination  revealed  an  emaciate 
girl  of  normal  intelligence  in  who: 
secondary  sex  characteristics  were  cor 
pletely  absent.  Ulcerating  lesions  wit 
purulent  discharge  were  present  on  tl 
forehead,  nose,  left  side  of  the  fac 
region  of  the  left  elbow,  and  both  leg 
The  left  arm  was  deformed  and  tb 
elbow  joint  ankylosed.  The  legs  wei 
edematous.  Roentgen-ray  examinatio 
of  the  skull  showed  defects  in  the  front* 
bone.  Only  portions  of  the  radius  c 
the  left  arm  remained  and  the  uln 
showed  deformity.  The  eyes  showed  tb 
typical  chorioretinitis  pigmentosa  of  coi 
genital  syphilis  as  well  as  scarring  froi 
interstitial  keratitis.  The  blood  Wassei 
mann  reaction  was  strongly  positive.  I 
the  urine  granular  casts  and  occasions 
erythrocytes  were  found.  Kidney  fun( 
tion  tests  showed  severe,  toxic  kidne; 
damage.  Neither  the  patient  or  othe 
members  of  her  family  had  received  an; 
antisyphilitic  treatment. 

Metastatic  carcinoma  of  the  iris,  clini 
cally  simulating  gumma.  H.  B.  Stal 
lard.  Brit.  J.  Ophth.,  London,  24 : 541- 
547,  Nov.  1940. 

A case  is  described  which  is  an  ex 
ample  of  the  uncertainty  of  diagnosis 
even  when  based  upon  apparently  ver; 
substantial  clinical  facts  and  signs.  The 
patient,  a male  57  years  old,  attendee 
the  Moorfields  Eye  Hospital  complaining 
of  inflammation  of  the  left  eye  for  1] 
weeks.  There  was  a buff-colored  nodule1 
in  the  iris  and  ciliary  body.  In  view  of 
the  facts  that  the  pupil  of  the  right  eye; 
was  inactive  to  light  but  reacted  to  ac 
commodation,  a history  of  syphilis  2( 
years  before,  and  a present  positive 
Wassermann  reaction,  a diagnosis  o! 
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i gumma  and  syphilitic  iritis  of  the  left 
1 eye  was  made.  In  the  weeks  subsequent 
Njto  the  onset  of  the  ocular  lesion  there 
■ appeared  evidence  of  a neoplasm  in  the 
right  lung  and  ultimately  secondary  de- 
Itioosits  in  the  brain  and  viscera.  The 
if' Ocular  diagnosis  was  revised  to  meta- 
t Static  carcinoma  with  inflammatory  fea- 
:ures,  and  this  was  confirmed  by  the 
ill  pathologic  examination  after  death, 
i vhich  occurred  3 months  later. 

The  author  says  that,  as  pathologist 
7 lit  the  Moorfields  Eye  Hospital,  he  has 

iieen  2 patients  out  of  the  hospital  at- 
endance  of  276,000  in  whom  a secondary 
uetastatic  deposit  occurred  in  the  uveal 
ract.  Lagleyze  stated  that  in  his  expe- 
1 fence  metastatic  carcinoma  of  the  uveal 
ract  had  occurred  in  1 of  100,000 
■atients. 

loutine  Kahn  blood  reactions.  Report 
of  10,000  tests  made  on  naval  recruits. 

G.  E.  Thomas  and  R.  W.  Garrity.  U. 
S.  Nav.  M.  Bull.,  Washington,  39:  72- 
74,  Jan.  1941. 

This  report  is  based  on  10,000  routine 
ahn  tests  on  recruits  entering  the  Naval 
raining  Station,  San  Diego,  between  July 
139  and  July  1940.  Among  these  tests 
here  were  12  persistently  positive  blood 
ahns,  an  incidence  of  0.12  percent.  Ten 
j‘  these  men  have  been  discharged  from 
ie  naval  service,  and  two  are  awaiting 
sposition.  There  were  26  strongly  posi- 
|ve  Kahn  reactions  which  were  charac- 
rized  as  false  positives  by  subsequent 

1‘gative  findings ; all  returned  to  negative 
ithin  3 to  4 weeks  after  the  original  posi- 
ve.  There  were  also  16  weakly  positive 
doubtful  Kahn  reactions  which  became 
‘gative  within  a day  or  so  after  the  weak 
isitive.  Since  these  were  not  regarded 
’ false  positives,  the  incidence  of  false 
sitives  was  0.26  percent. 

After  studying  the  series  of  26  false 
! sitives  in  relation  to  cowpox  vaccina- 
1pn,  it  is  felt  that  primary  and  accel- 
•lated  cowpox  reactions  may  have  some 
<:ect  on  the  Kahn  test.  Among  the  26 
Use  positive  cases,  there  were  11  pri- 


mary reactions,  12  accelerated  reactions 
and  only  3 immune  reactions,  which  give 
an  incidence  of  88  percent  for  the  23  false 
positive  cases  showing  primary  or  acceler- 
ated reactions.  There  apparently  is  no 
relationship  between  antityphoid  inocu- 
lation and  the  positive  reactions  of  the 
Kahn  test.  There  were  no  serious  reac- 
tions in  the  group  which  had  false-posi- 
tive Kahn  reactions  and  only  2 or  3 mild 
reactions.  Since  July  1940,  blood  for 
Kahn  tests  has  been  drawn  prior  to  cow- 
pox  vaccination  and  typhoid  inoculation. 

Of  the  12  men  who  had  persistently 
positive  Kahn  reactions,  4 were  believed 
to  have  acquired  syphilis  and  2,  congenital 
syphilis ; 4 had  histories  and  physical  find- 
ings that  were  suggestive  of  acquired 
syphilis,  and  2 were  definitely  doubtful. 

Annular  papular  syphilid  of  the  tongue. 

Frank  C.  Combes  and  Samuel  M.  Blue- 

farb.  Arch.  Dermat.  & Syph.,  Chicago, 

43:  383,  Feb.  1941. 

The  annular  papular  syphilid  is  not  an 
uncommon  secondary  manifestation  in 
the  Negro.  The  lesions  show  pereference 
for  the  face,  and  it  is  unusual  to  find 
them  on  the  buccal  mucosa.  The  authors 
are  reporting  the  first  case  in  which  they 
have  observed  the  lesions  on  the  tongue. 

A Negro  woman,  22  years  of  age,  was 
admitted  to  Bellevue  Hospital  complain- 
ing of  sores  about  the  genitalia  and  anus 
of  2 weeks’  duration.  There  had  been  a 
sore  throat  2 weeks  prior  to  the  eruption 
on  the  genitalia.  Examination  showed 
moist  papules  in  the  anogenital  region 
and  a maculopapular  rash  on  the  trunk 
and  extremities.  An  annular  papular 
eruption  was  noted  on  the  chin,  on  the 
hard  palate  and  on  the  center  of  the  dor- 
sum of  the  tongue.  Spirochaeta  pallida 
was  demonstrated  by  dark-field  examina- 
tion of  material  from  lesions  around  the 
vulva.  The  Wassermann  reaction  of  the 
blood  was  positive;  the  Frei  test  and  the 
Ito-Reenstierna  test  gave  negative  results. 
All  lesions  responded  rapidly  to  anti- 
syphilitic therapy. 
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TREATMENT 


Ten-year  survey  of  antiluetic  therapy  at 
the  Eye,  Ear,  Nose  and  Throat  Hos- 
pital. W.  E.  Kittredge.  New  Orleans 
M.  & S.  J.,  93:  471^72,  Mar.  1941. 

Kittredge  reports  the  results  obtained 
in  the  treatment  of  syphilis  at  the  Eye, 
Ear,  Nose  and  Throat  Hospital  of  New 
Orleans  since  the  opening  of  the  anti- 
syphilitie  clinic  10  years  ago.  During 
this  time  272  persons  have  applied  for 
treatment,  48  percent  of  whom  have  ap- 
peared in  the  last  2 years.  It  is  interest- 
ing to  note  that  64  patients,  23  percent 
of  the  total,  had  no  complaint  and  were 
diagnosed  by  routine  Wassermann  tests. 

There  were  16  different  types  of  lesions 
of  the  eye  diagnosed  as  syphilitic,  H of 
the  nose,  7 of  the  throat,  and  2 of  the  ear. 
The  5 most  common  were : 18  cases  of 
optic  atrophy,  37  of  keratitis,  23  of 
pharyngitis,  16  of  cataract,  and  14  of 
iritis. 

Nearly  40  percent  of  the  total  number 
of  patients  (105)  received  less  than  8 
weeks  of  treatment;  only  14  patients  (5 
percent)  received  sufficient  treatment  to 
be  classed  as  cured.  Good  results  were 
obtained  generally  in  eases  of  keratitis, 
iritis,  iridocyclitis,  corneal  ulcers,  uveitis, 
conjunctivitis,  pharyngitis,  etlnnoiditis, 
and  facial  paralysis.  Results  were  poor 
in  cases  of  glaucoma,  optic  atrophy, 
macular  degeneration,  gumma  of  the 
septum,  and  sinusitis.  The  number  of 
adverse  reactions  to  treatment  was 
negligible. 

Cardiovascular  and  systemic  morbidity 
following  hyperpyrexia  in  central 
nervous  system  syphilis.  Alan  A. 
Lieberman  and  Charles  J.  Katz.  Il- 
linois M.  J.,  Chicago,  79:  132-138,  Feb. 
1941. 

General  systemic  and  cardiovascular 
changes  were  studied  in  173  patients  with 
central  nervous  system  syphilis  treated 
at  the  Elgin  State  Hospital.  Of  the  173, 
115  of  whom  were  psychotic,  65  were 
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treated  with  malaria  (tertian  stra 
transmitted  from  patient  to  patient), 
with  typhoid  vaccine,  39  with  both  m 
laria  and  typhoid  vaccine,  and  19  with 
modified  technic  of  typhoid  vacc-ii 
therapy. 

Chemotherapy  was  administered  in  ; 
cases  concurrently  with  fever  therap 
and  consisted  of  heavy  metals  and  try 
arsamide  unless  contraindicated.  T 
phoid  vaccine  therapy  was  administer 
according  to  the  Nelson  divided  do 
technic. 

The  patients  were  kept  in  bed  and  ac 
quate  fluid  intake  was  maintained.  N 
tritional  standards  were  adhered  to,  i 
eluding  high  caloric,  high  vitamin  die 
plus  high  calorie  interval  feedings.  Fe 
sol,  Blaud’s  pills,  general  tonics,  ai 
insulin  (5  to  10  unit  doses  % hour  befo 
meals)  were  given  if  necessary  to  impro 
the  appetite. 

Four  patients  died  during  or  imme< 
ately  following  malarial  treatment,  t\ 
of  them  during  convulsions,  one  fro 
severe  intestinal  hemorrhage,  and  o 
from  a facial  cellulitis.  Six  patten 
given  such  therapy  died  5 weeks  to 
months  after  treatment  was  discontinue 
Inanition,  bronchopneumonia,  and  convi 
sive  state  were  the  causes  listed.  Mai 
patients  were  susceptible  to  upper  resp: 
atory,  urinary,  and  skin  infections,  ai 
in  three  cases  intestinal  liemorrhag 
occurred. 

Three  patients  given  typhoid  vaccii 
therapy  died  during  the  course  of  tres 
ment,  two  from  bronchopneumonia  ai 
one  from  acute  bacillary  dysentery.  A 
other  patient  had  temporary  hematuri 

Malaria  fever  produced  a profoun 
generalized  effect  on  the  patients,  mai 
tested  by  increased  morbidity  and  me 
tality,  severe  anemia,  marked  depressi< 
of  the  granulocytic  response  to  infe 
tions,  and  a markedly  prolonged  co 
valescence.  Most  severe  and  prolong' 
were  the  changes  in  the  cardiovascul: 
system,  in  the  form  of  hypotension  ai 
persisting  electrocardiographic  distur 
ances.  The  electrocardiographic  chang 
included  decrease  in  the  amplitudes,  de 
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I rite  T-wave  changes,  axis  shifting,  S-T 
jleviations,-  and  slurring  and  notching, 
i Typhoid  vaccine  produced  changes 
which  were  less  marked  and  prolonged. 
Hypotension  and  electrocardiographic 
•lianges  were  usually  only  temporary 
and  quickly  returned  to  normal.  The 
uortality  among  patients  given  this 
reatment  was  limited  to  patients  with 
aortitis. 

The  authors  urge  that  the  following 
’•riteria  be  applied  in  selecting  patients 
or  malaria  therapy : 

1.  The  cardiovascular  apparatus  should 
iiot  show  evidence  of  damage  either 
dinically  or  fluoroscopically.  Patients 
vitli  aortitis  should  never  be  treated 
riith  malaria  because  irreversible  dam- 
ge  occurs. 

2.  Patients  should  be  in  good  general 
'ystemic  condition. 

3.  If  the  blood  pressure  decreases  be- 
ween  paroxysms  to  less  than  70  per 
ent  of  its  original  systolic  basal  level, 
he  situation  is  considered  desperate  and 
he  malaria  treatment  should  be  discon- 
inued.  Electrocardiograms  must  be 

1 liken  before  the  institution  of  treatment 
nd  after  the  fourth  chill,  in  order  to 
ivaluate  myocardial  insufficiency  and 
vert  frank  or  impending  collapse.  Ade- 
uate  support  must  be  given  to  the  hema- 
p Ijpoietic  system;  iron  compounds,  reticu- 
|)gen,  high  caloric  feedings,  and  vitamins 
re  essential. 

The  criteria  in  typhoid  vaccine  therapy 
t |o  not  have  to  be  as  rigid. 

In  those  cases  treated  with  combined 
talaria  and  typhoid  vaccine,  although 
le  vaccine  fever  itself  did  not  seem  to 
ggravate  the  changes  resulting  from 
alaria,  it  was  deemed  expedient  to  wait 
'r  2 to  3 months  following  interruption 
malaria  therapy  before  further  fever 
as  administered. 

Kirschbaum,  in  the  discussion,  stated 
tat  three  causes  of  death  from  malaria 
crapy  are  as  follows:  (1)  The  brain 
fection  by  the  malaria  plasmodia 
hieh  occlude  the  smaller  brain  arteries 
id  capillaries  producing  thrombi  and 
■morrhage.  (2)  Myocarditis  and  heart 
ilure.  (3)  The  general  septic  stage 
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involving  all  the  bodily  organs.  These 
causes  of  death  may  be  combined. 

Factors  influencing  the  course  of  syph- 
ilis. Hugh  J.  Morgan.  Am.  J.  Syph., 

Gonor.  & Yen.  Dis.,  St.  Louis,  25:  233- 

250,  Mar.  1941. 

The  author  describes  the  so-called 
‘ typical  course”  or  general  pattern  of 
syphilis  in  man.  He  stresses  the  fact 
that  the  disease  does  not  always  conform 
to  this  pattern.  The  human  body  is 
noted  for  the  vagaries  it  exhibits  when 
reacting  to  infection  with  Treponema 
pallidum. 

He  considers  a few  of  the  factors  re- 
sponsible for  the  protean  nature  of  the 
disease.  Some  of  these  factors  are  in- 
digenous to  the  host ; others,  to  the  para- 
site ; and  still  others,  to  the  environment 
in  which  the  host  and  parasite  exist. 

The  factors  discussed  which  influence 
the  course  of  syphilis  are  as  follows : 

1.  Race ; No  true  racial  immunity  exists. 
Turner  found  Negroes  to  be  more  sus- 
ceptible than  white  persons  to  certain 
types  of  skin  lesions,  bone  involvement, 
iritis,  and  aortitis.  Cardiovascular 
syphilis  was  found  to  occur  about  twice 
as  frequently  in  Negro  as  in  white  males. 
Tabes  and  paresis  occurred  much  less 
frequently  in  Negro  than  in  white 
patients.  In  experimental  syphilis  an- 
thropoid apes  have  been  found  much 
more  susceptible  to  syphilis  than  lower 
animals. 

2.  Age : Syphilis  developing  during  in- 
trauterine life  is  commonly  fatal.  In- 
fants and  very  old  patients  seem  to  have 
the  disease  more  severely  than  do  mem- 
bers of  other  age  groups.  In  experi- 
mental syphilis,  Chesney  noted  that 
younger  animals  had  more  violent  initial 
lesions  than  older  ones,  although  subse- 
quent generalized  lesions  were  somewhat 
slower  in  developing  and  were  less 
severe  in  character  and  extent. 

3.  Sex : Syphilis  in  the  female  pro- 
duces much  less  conspicuous  manifesta- 
tions than  syphilis  in  the  male.  In  the 
clinics  men  with  acute  syphilis  greatly 
outnumber  women  with  such  manifesta- 
tions. Women  outnumber  men  among 
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patients  with  latent  and  chronic  syphilis. 
The  incidence  of  cardiovascular  syphilis 
and  central  nervous  system  syphilis  is 
lower  in  women  than  in  men.  Moore  has 
emphasized  the  beneficial  influence  of 
pregnancy  upon  the  course  of  syphilis  in 
women  and  has  called  attention  to  the 
fact  that  cerebrospinal  fluid  abnormal- 
ities were  twice  as  frequent  in  a group 
of  sterile  women  as  in  a comparable 
group  of  women  who  had  become  preg- 
nant at  the  time  of  or  following  infection. 

4.  Environment : Intercurrent  infec- 

tions may  modify  the  course  of  syphilis. 
Neurosyphilis  commonly  progresses  un- 
favorably in  the  presence  of  acute  respira- 
tory infections.  Syphilis  or  antisyphi- 
litic infection  may  unfavorably  influence 
the  course  of  tuberculous  infection.  Hy- 
pertension predisposes  to  the  development 
of  aortic  regurgitation  in  persons  with 
syphilitic  aortitis.  Trauma  may  influ- 
ence chancre  formation,  and  it  may  result 
in  the  localization  of  the  widespread  skin 
and  mucous  membrane  lesions  of  early 
syphilis.  Gummatous  lesions  occasion- 
ally develop  in  surgical  scars,  in  trauma- 
tized testes,  and  in  fractures. 

5.  Specific  treatment:  The  specific 

treatment  of  early  syphilis  is  designed  to 
cure  the  disease,  or  to  arrest  it  and  pre- 
vent serious  late  sequelae.  Sometimes, 
however,  specific  treatment  not  only  fails 
to  accomplish  these  ends  but  exerts  an 
unfavorable  influence  upon  the  course  of 
infection.  The  commonest  factor  predis- 
posing to  the  development  of  acute  syph- 
ilitic meningitis  or  cranial  nerve  inflam- 
mation is  some,  but  inadequate,  specific 
treatment.  The  author  discusses  the 
reason  for  this  phenomenon. 

6.  Nonspecific  treatment:  Trypan  blue 
and  lecithin  in  experimental  syphilis  in 
animals  and  fever  therapy  in  clinical 
syphilis  are  discussed.  The  beneficial 
effect  of  trypan  blue  and  lecithin  in  rab- 
bits seemed  to  be  brought  about  by  a 
speeding  up  of  the  reparative  processes 
of  the  body  by  the  clasmatocytes  rather 
than  by  any  direct  action  of  the  latter  on 
T.  pallidum.  This  may  throw  light  on 
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the  mechanisms  involved  in  other  fori 
of  nonspecific  therapy,  including  malar 
inoculata.  In  acute  syphilis  elevation 
the  body  temperature  inhibits  the  natui 
progression  of  the  disease,  and  leads 
the  destruction  of  T.  pallidum.  This  i 
hibition  by  fever  probably  cannot 
utilized  alone  to  any  great  practical  a 
vantage  in  the  treatment  of  early  syphil 
It  has  been  employed  as  an  adjunct 
chemotherapy.  The  thermal  factor  m 
contribute  to  the  striking  seasonal  var: 
tion  which  characterizes  the  disea 
manifestations  of  rabbit  syphilis.  It 
very  difficult  to  induce  typical  acti 
syphilis  in  rabbits  during  very  hot  su: 
mer  months  unless  the  rabbits  are  ke 
in  a cool  place.  Sunlight  and  diet  m 
also  effect  significantly  the  course  of  t 
expefimeintal  disease. 

7.  Treponema  pallidum : It  has  not  j 
been  proved  that  there  are  strains  of  ti 
organism  which,  when  present  in  ms 
exhibit  predilections  for  certain  tissu 
or  organs.  Experiments  have  been  p< 
formed  which  indicate  that  the  quanti 
of  the  virus  is  important  in  determini 
the  course  of  syphilitic  infection,  : 
though  differences  in  the  quality  of  t 
virus  have  not  been  proved  to  be  sign: 
cant  factors.  In  experimental  syphilis 
has  been  found  that  the  larger  the  do 
of  organisms  injected  into  the  rabbit,  t 
shorter  the  incubation  period  of  t 
disease.  Single  organisms  injected  inti 
testicularly  in  the  rabbit  have  not  indue 
infection.  In  human  condyloma  flu 
counts  of  organisms  have  ranged  fre 
3,700  to  246,000  Treponemata  pallida  p 
cubic  millimeter.  Counts  on  fluid  fre 
eight  chancres  varied  from  370  to  29,5 
per  cubic  millimeter.  If  the  suscep 
bility  of  some  human  beings  to  infect! 
with  syphilis  is  as  great  as  that  of  soi 
rabbits  studied  (and  there  is  good  reas' 
to  believe  that  it  is),  an  inoculum  of  le 
tliau  1/150  cubic  millimeter  of  hum: 
chancre  fluid  or  less  than  1/375  cut 
millimeter  of  condyloma  fluid  may  resi 
in  infection  with  syphilis. 
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ranges  in  the  electrocardiogram  and 
in  the  cardiac  rhythm  during  the 
therapeutic  use  of  potassium  salts. 

Harold  J.  Stewart  and  J.  James  Smith. 
Am.  J.  M.  Sc.,  Philadelphia,  201:  177- 
197,  Feb.  1941. 

This  is  a report  of  certain  effects  of 
Be  therapeutic  use  of  potassium  salts 
i 5 cases.  Three  of  the  patients  had 
i rdiovascular  syphilis  (1  had  syphilitic 
i eurysm  of  the  aorta,  1 had  syphilitic 
lart  disease  and  aortic  insufficiency, 
;d  a third  had  syphilitic  heart  disease 
':th  aortitis  and  aortic  insufficiency). 
Two  of  three  patients  with  syphilitic 
lart  disease  showed  electrocardiographic 
canges  in  the  form  of  the  T waves  and 
IT  segments  while  taking  potassium 
ilide.  These  changes  disappeared  when 
t : drug  was  discontinued.  The  changes 

i T waves  in  the  electrocardiograms  of 
tise  patients  were  attributed  to  coro- 
iry  occlusion  before  their  association 
Uh  the  use  of  potassium  iodide  was  un- 
c/ered.  When  potassium  iodide  was 
c continued,  the  electrocardiograms  re- 
dded in  form.  Since  patients  with 
sffiilitic  heart  disease  frequently  show 
cinges  in  the  electrocardiogram  similar 
t those  seen  in  coronary  occlusion,  it 
a jears  from  the  evidence  presented  here 
t t some  of  the  cases  require  reevalua- 
te i.  The  electrocardiographic  effects 
uy  be  induced  by  the  administration  of 
P assium  iodide  near  the  time  of  record- 

ii  the  electrocardiogram. 

'he  following  toxic  manifestations 
ve  seen  in  the  five  patients:  Sinus 
tmycardia,  supraventricular  paroxysmal 
hhycardia,  complete  auriculoventricular 
d sociation  with  irregularity  of  the  ven- 
tiles  suggesting  ventricular  fibrillation, 
Pgressive  first-degree  heart  block,  and 
adcular  standstill.  These  toxic  effects, 
wh  the  exception  of  auricular  standstill, 
^appeared  with  discontinuance  of 
P'issium  iodide. 

ecause  of  the  widespread  use  of 
Potassium  iodide  in  the  treatment  of 
Cfdiovascular  syphilis  and  of  hyper- 
te;ion,  the  authors  emphasize  that  its 
us  is  not  without  danger.  They  urge 
th:  the  administration  of  the  drug  be 
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carefully  supervised  if  toxic  effects  on 
the  heart  are  to  be  recognized  and  their 
occurrence  prevented. 

Hemorrhagic  encephalopathy  due  to  ace- 

tarsone.  Harry  L.  Segal.  Ann.  Int. 

Med.,  Lancaster,  14:  1083-1088,  Dec. 

1940. 

Segal  reports  the  case  of  a woman, 
aged  64,  who  had  received  4.5  gm.  of 
acetarsone  in  9 days  in  treatment  for 
bacillary  dysentery  (0.25  gm.  twice 
daily).  On  the  ninth  day  fever,  nausea, 
and  macular  eruption  occurred,  followed 
2 days  later  by  coma,  convulsions,  and 
opisthotonus.  It  was  feared  she  might 
die  in  any  one  of  the  spells.  The  admin- 
istration of  sodium  luminal  lessened  her 
convulsions  and  that  of  adrenalin 
seemed  definitely  life-saving.  The  spinal 
fluid  showed  1,750  to  5,000  red  blood 
cells  per  cubic  millimeter  and  56  white 
blood  cells  per  cubic  millimeter.  Fol- 
lowing this,  recovery  took  place  with 
the  exception  of  marked  pain  and  pares- 
thesia in  the  arms  and  right  leg,  with 
pains  and  weakness  still  persisting  in 
left  upper  extremity  1%  years  after  the 
ingestion  of  the  acetarsone. 

The  literature  is  reviewed.  Opitz,  in 
1930,  reported  severe  cerebral  illness  fol- 
lowing the  use  of  acetarsone,  and  Asch- 
ner added  a case.  In  1932,  Reiter  in- 
cluded these  cases  in  his  review  of  the 
German  literature,  as  well  as  3 cases 
which  had  appeared  in  the  French  litera- 
ture and  a case  of  his  own.  Since 
Reiter’s  article  no  further  case  of  defi- 
nite encephalopathy  following  acetarsone 
has  been  reported  until  the  present  case. 

The  author  warns  against  the  indis- 
criminate use  of  acetarsone,  especially 
when  other  more  efficacious  and  less 
dangerous  drugs  are  available. 

Excretion  of  sulfanilamide  in  breast 

milk.  Questions  and  answers.  Arch. 

Ophth.,  Chicago,  25:  359-360,  Feb. 

1941. 

In  this  letter,  the  inquiring  physician 
states  that  he  was  called  to  treat  a baby 
4 days  old  for  gonorrheal  conjunctivitis. 
The  baby’s  mother  at  this  time  was  taking 
large  doses  of  sulfanilamide.  The  ques- 
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tion  arose  as  to  whether  or  not  the  sulf- 
anilamide taken  by  the  mother  would 
be  transmitted  through  the  breast  milk 
to  the  baby.  The  infant  was  given  an 
initial  dose  of  0.32  gm.  of  sulfanilamide 
in  water  per  kg.  of  body  weight.  The 
second  day  the  dose  was  increased  to  0.65 
gm.  per  kg.  per  day.  After  the  third  dose 
the  baby’s  skin  had  a blue  tinge  which 
lasted  2 hours.  The  next  day  the  first 
dosage  was  given,  and  the  child  did  not 
have  any  untoward  effects.  Sodium  bi- 
carbonate was  administered  with  the 
sulfanilamide.  There  was  no  rash.  The 
inflammation  and  swelling  of  the  lids 
(caused  by  the  conjunctivitis)  disap- 
peared by  the  fourth  day.  The  secretion 
was  still  fairly  free,  with  no  trace  of 
blood.  There  was  no  evidence  of  injury 
to  the  corneas. 

The  inquirer  states  that  he  has  treated 
many  small  children  (1%  to  4 years  of 
age)  with  sulfanilamide  for  gonorrheal 
conjunctivitis,  but  this  is  the  first  baby 
he  ever  treated  whose  mother  was  taking 
sulfanilamide  at  the  same  time.  He  asks 
what  quantity  of  sulfanilamide  is  carried 
by  the  mother’s  breast  milk  to  the  baby, 
and  what  allowance  in  dosage  for  the 
baby  should  be  made. 

The  answer  stated  that  sulfanilamide 
is  excreted  in  human  breast  milk  in  con- 
centrations which  vary  but  which  usually 
approximate  80  percent  of  the  concentra- 
tion of  the  drug  in  the  blood.  With  aver- 
age doses  of  sulfanilamide  which  might 
be  given  to  the  lactating  mother  it  would 
be  unusual  for  the  baby  to  obtain  from 
the  breast  milk  as  much  as  1 grain  (0.06 
gm.)  of  the  drug  in  24  hours.  Therefore, 
this  factor  would  play  no  appreciable  role, 
as  a rule,  when  nursing  infants  are 
treated  with  sulfanilamide. 

Five  references  on  the  subject  are  listed. 

The  treated  cases  of  gonorrhea  in  the 
university  clinic  for  skin  diseases, 
Leipzig,  1930-1939.  An  example  to  pre- 
vent false  conclusions  from  the  statis- 
tics. Sozialhyg.  der  Gesehlechtskr., 
Berlin,  No.  3,  June  1940. 

During  the  decade  1930-1939  an  average 
per  year  of  288  women  were  treated  for 


gonorrhea  in  the  clinic.  In  1939  the  a 
age  was  311,  showing  that  there  wai 
definite  tendency  either  to  an  increas 
a decrease  in  the  number.  The  ave: 
number  per  year  for  the  men  during 
decade  was  277,  whereas  for  the  year 
the  average  was  246.  The  average  r 
ber  of  days  per  year  of  treatment 
13,682  for  women  and  11,203  for  i 
Since  the  values  for  1939  were  only  t 
for  the  women  and  7,499  for  the  men, 
might  conclude  from  this  that  a coi 
erable  decrease  in  the  number  of  c 
had  occurred,  but  such  conclusion  w 
only  be  justified  if  one  could  establii 
period  of  treatment  for  each  indivi 
case  which  would  remain  approxiim 
the  same.  As  a matter  of  fact,  the  s 
age  duration  of  treatment  has  been 
siderably  decreased  since  1938  v 
chemotherapy  was  introduced.  If 
average  duration  of  treatment  per 
for  the  years  1930-1937  is  compared  ’ 
that  of  1939,  it  is  found  that  there 
decrease  from  51  to  28  days  for  wo 
and  from  42  to  30.5  days  for  men 
other  words,  the  average  duration 
treatment  has  been  decreased  by  45 
cent  in  women  and  by  29  percent  in  i 
With  such  marked  change  in  the  avei 
duration  of  treatment  as  has  been 
served  in  gonorrhea  since  1938,  a deer 
in  the  total  number  of  treatment  day 
occupied  beds  does  not  give  a clue  to 
frequency  of  the  disease  itself. 

Cutaneous  and  conjunctival  manife 

tions  of  sulfathiazole  intoxicat 

Italo  F.  Yolini,  Robert  O.  Levitt 

Hugh  B.  O’Neil.  J.  A.  M.  A.,  Chic 

116:  938-940,  Mar.  8,  1941. 

If  the  nausea  and  vomiting  indi 
by  sulfapyridine  are  not  considered,  c 
neous  rashes  are  probably  the  most 
quent  toxic  reaction  encountered  from 
new  chemotherapeutic  drugs.  Cutant 
eruptions  and  conjunctivitis  are 
quently  seen  on  medication  with  sr 
thiazole.  The  rashes  encountered 
urticarial,  erythematous,  macular,  p£ 
lar,  nodular,  and  purpuric.  Of  these, 
nodular  is  definitively  different  from 
nodular  lesion  seen  before,  and  it  prob£ 
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presents  the  advanced  stage  of  toxic 
■ill  developing  on  continued  medication, 
f the  authors’  experience  it  has  been  the 
1st  serious  lesion,  having  been  associ- 
t‘d  with  a fatal  outcome  in  a high 
|ircentage  of  cases. 

in  a series  of  180  patients  treated  with 
■ fathiazole,  there  were  7 in  whom  a rash 
i'eloped  during  treatment,  or  an  inei- 
Jice  of  3.9  percent.  The  average  dose 
} sulfa thiazole  in  this  series  was  26  gm. 
l|e  average  dose  given  the  7 patients  in 
p om  rashes  developed  was  34  gm.  There 
Pre  3 deaths  among  these  7 patients,  the 
ikse  o'f  death  being  severe  pneumonic 
Jease.  These  3 patients  had  been  given 
3 51,  and  75  gm.  respectively.  One  pa- 
tit  with  a maculopapular  rash  who 
s vived  received  a total  dose  of  59  gm. 
14  patients  the  manifestations  appeared 
aer  5 days  of  use  of  the  drug.  The 
a"rage  blood  sulfathiazole  concentration 
i the  patients  with  eruptions  was  4.2  mg. 
P 100  cc.,  which  is  about  that  found  in 

0 entire  series.  There  seems  to  be, 
tlrefore,  no  definite  correlation  between 
ti  level  of  the  drug  in  the  blood  and  the 
delopment  of  the  rash.  The  total  dos- 
a shows  a closer  relationship.  Sensiti- 
zfion  may  follow  resumption  of  inter- 
filed medication. 

1 involvement  of  the  conjunctiva  was 
n ed  in  4 of  the  7 cases  of  rash ; only  1 
til  of  severe  conjunctivitis  was  seen 
w ch  was  unassociated  with  cutaneous 
eiption.  The  conjunctivitis  rapidly 
cl  .red,  and  no  permanent  changes  were 
i n id. 

Cessation  of  administration  of  the  ding 
is  mmediately  indicated  upon  appearance 
olthe  rash;  this  may  prevent  further 
hie  developments. 

8 fathiazole  therapy  of  gonorrhea. 

H.  Greig,  J.  L.  Uren  and  D.  R. 
litehell.  Canad.  M.  A.  J.,  Toronto, 
4:  237-239,  Mar.  1941. 
he  results  of  treatment  of  120  cases 
oPonorrheal  urethritis  in  the  male  with 
sv'athiazole  are  presented  from  the  To- 
rc,io  General  Hospital.  These  patients 
w e unselected,  and  their  average  age 
w 25  years.  In  85  percent  the  urethral 


discharge  was  confined  to  7 days  or  less. 
The  rate  of  cure  among  the  96  cases  who 
had  had  no  previous  form  of  therapy  was 
92.7  percent ; among  the  24  cases  who 
had  failed  to  respond  to  one  or  more 
courses  of  sulfanilamide  or  sulfapyridine, 
it  was  90.6  percent.  The  criteria  of  cure 
required  that  there  be  a complete  absence 
of  clinical  evidence  of  the  disease,  that 
repeated  smear  and  culture  examinations 
be  negative,  and  that  the  two-glass  test 
of  urine  be  free  of  pus  and  shreds.  Pa- 
tients were  observed  for  a period  of  6 
weeks  following  cessation  of  chemo- 
therapy. 

The  routine  dosage  was  1 gram  3 times 
a day  after  meals  for  5 days,  with  1 gram 
on  retiring  also  on  the  second  and  third 
days.  The  majority  of  patients  received 
17  grams  and  were  cured  in  3 days.  It 
was  not  considered  advisable  to  admin- 
ister the  drug  beyond  the  5-day  period. 

Nine  cases  were  failures.  In  3 cases 
there  was  evidence  of  reinfection  and  in 
3 other  cases  the  discharge  recurred  after 
an  asymptomatic  period  of  4 to  10  days 
after  the  drug  -was  discontinued.  Ten 
patients  had  mild  toxic  reactions  which 
did  not  interfere  with  their  normal 
activities. 

Silver  nitrate  ampules.  Samuel  R. 

Damon.  J.  M.  A.  Alabama,  Mont- 
gomery, 10:  281,  Feb.  1941. 

For  years,  silver  nitrate  solution  has 
been  distributed  by  the  Bureau  of  Labora- 
tories of  the  Alabama  Department  of  Pub- 
lic Health  to  physicians,  midwives,  and 
nurses  in  the  State.  This  solution  was 
dispensed  in  white  or  yellowish-white  wax 
ampules  which  were  accompanied  by 
instructions  to  the  effect  that  the  solution 
should  not  be  relied  upon  for  the  pre- 
vention of  ophthalmia  neonatorum  if  the 
wax  was  at  all  discolored.  It  was  thought 
that  discoloration  indicated  some  degree 
of  precipitation  of  the  silver  nitrate  due 
to  decomposition.  This  precipitation  oc- 
curred on  exposure  of  the  ampules  to  light 
for  a considerable  length  of  time. 

To  make  sure  that  light  does  not  reach 
the  drug,  a small  amount  of  inert  coloring 
matter,  lamp-black,  is  now  added  to  the 
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beeswax  in  the  manufacture  of  the  am- 
pules. Thus,  light  is  excluded  from  the 
silver  nitrate. 

The  new  ampules,  therefore,  are  black 
even  when  freshly  prepared.  Attention 
should  be  focused  on  the  expiration  date 
of  each  package  rather  than  on  the  color 
of  the  ampules,  in  determining  whether 
the  drug  is  fresh  enough  to  use. 

Etiologic  considerations  in  postarsphen- 

anime  dermatitis.  Frank  E.  Cormia. 

Am.  J.  Syph.,  Gonor.  & Yen.  Dis.,  St. 

Louis,  25:  189-199,  Mar.  1941. 

Postarsphenamine  dermatitis  develops 
in  from  0.3  to  1 percent  of  all  patients 
treated  with  trivalent  arsenical  drugs. 
It  causes  from  5 to  20  percent  of  the 
fatalities  from  arsenical  therapy.  This 
is  as  many  as,  or  more  than,  result  from 
severe  liver  damage.  In  this  respect  it 
is  exceeded  only  by  deaths  following 
hemorrhagic  encephalitis.  Because  of  it, 
arsphenamine  therapy  must  be  perma- 
nently discontinued  in  many  patients. 

Dermatitis  from  the  arsphenamines  in 
human  beings  is  largely  a manifestation 
of  epidermal  sensitiveness  of  the  delayed 
cellular  type.  It  is  caused  by  previous 
exposure  and  is  made  manifest  by  sub- 
sequent exposure  to  the  same  or  to  re- 
lated arsphenamines.  The  initial  expo- 
sure is  probably  intradermal  in  most 
instances,  since  the  arsphenamines  are 
indifferent  antigens  in  humans  and  since 
there  is  general  acceptance  that  the  in- 
tradermal route  offers  the  highest  degree 
of  resulting  sensitization  in  varied  forms 
of  experimentally  produced  allergy.  The 
mechanism  of  spread  is  unknown,  but  it 
may  occur  through  the  lymphatics  of  the 
skin  to  the  blood  stream  and  thence  to 
distant  cutaneous  areas.  Sensitization 
develops  after  a variable  period  of  time 
and  may  usually  be  demonstrated  by  the 
patch  test. 

Possible  variations  in  the  chemical 
structure  of  the  drugs  and  superimposed 
local  tissue  injury  increased  the  ease 
and  degree  of  sensitization  in  some 
cases.  The  skin  is  further  predisposed 
to  react  when  a previous  contact  type 
of  dermatitis  has  occurred.  Conversely, 
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other  sensitivities  may  develop  a; 
result  of  arsphenamine  sensitiveness. 

It  has  been  found  that  diets  defic 
in  vitamin  C greatly  increased  the 
with  which  sensitization  to  neoarsph 
mine  was  produced  in  animals, 
patients  with  previously  involuted  ] 
arsphenamine  dermatitis,  confirmed 
positive  patch  tests,  were  given  500 
of  vitamin  C intravenously  daily  f 
days.  After  this  the  same  branc 
arsenical  which  had  caused  the  prev 
dermatitis  was  administered  to  t 
cautiously,  with  minute  initial  d< 
All  of  the  six  patients  had  positive  p 
tests  at  the  onset  of  the  experin 
Vitamin  C levels  were  kept  high  thro 
out  by  the  subsequent  oral  adminis 
tion  of  100  to  200  mg.  daily.  Five  oi 
six  patients  eventually  took  full  dose 
the  arsphenamine  without  further  c 
neous  reaction,  and  the  patch  test 
came  negative  in  three  of  four  pati 
subsequently  tested. 

The  author  has  not  been  able  to  d< 
mine  the  rationale  of  the  inhibiting  ei 
of  vitamin  C therapy  in  patients  a 
previous  postarsphenamine  dermat 
The  effect  is  not  always  a complete 
In  several  patients  vitamin  C has 
prevented  the  return  of  the  derma 
following  even  minute  doses  of  arsenii 

A definite  relationship  between  1 
damage  and  postarsphenamine  der 
titis  has  not  yet  been  demonstra 
Liver  damage  may  reduce  the  pla 
and  tissue  vitamin  C level  from  fa 
intestinal  absorption.  Initial  low  a 
min  levels,  with  reduced  glycogen  for 
tion,  may  predispose  to  liver  injury  f 
arsenic. 

Injury  to  the  reticulo-endothelial 
tern  may  occur,  but  it  would  seem  tc 
incidental  to  liver  or  bone  marrow  inji 
Capillary  damage  cannot  be  excluded 
a factor  in  the  production  of  dermat 
and  may  be  present  in  the  frequent  tr£ 
formation  of  vascular  toxic  erythei 
into  actual  dermatitis  on  continuatioi 
arsphenamine  therapy.  A causal  r 
tion  between  such  damage  and  arsphe 
mine  dermatitis  is,  as  yet,  hypothet: 
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d is  not  proved  by  experimental  work, 
perimental  proof  of  any  linkage  be- 
een  cutaneous  sensitivity  and  change 
the  sympathetic  nervous  system  is 
ewise  lacking. 

[Tour  cases  are  presented  which  illus- 
,te  some  of  the  phases  of  the  etiologic 
chanisms  of  postarsphenamine  der- 
titis. 


rgery  in  syphilitics.  With  a study  of 
rases  in  mental  hospitals:  104  cases 
•eported.  George  A.  Wiltrakis,  An- 
hony  Y.  Partipilo  and  Louis  Olsman. 
Illinois  M.  J.,  Chicago,  79:  141-144, 
reb.  1941. 


4 survey  was  made  of  997  operations 
•formed  during  the  past  2 years  at 
i Elgin  and  Chicago  State  Hospitals, 
e surgical  results  in  104  patients  with 
ihilis  (26  with  systemic  and  78  with 
irosyphilis)  were  compared  with  the 
ults  in  818  nonsyphilitic  patients, 
there  were  no  deaths  among  the  pa- 
lts  with  systemic  syphilis.  The  mor- 
dty  rate  among  the  997  patients  was 
il  percent;  among  the  818  nonsyphi- 
rc  patients,  3.66  percent;  and  among 
1 neurosyphilitic  patients,  6.41  percent, 
long  a group  of  75  on  whom  no  sero- 
tjic  tests  for  syphilis  were  made 
■iefly  employees  of  the  hospitals) 
ire  were  3 deaths.  A total  of  922 
I rations  were  performed  on  mental 
fcients. 

here  were  391  major  operations  per- 
cned — 324  on  nonsyphilitic  patients,  26 
'i  neurosyphilitics,  13  on  patients  with 
Aemic  syphilis,  and  28  on  patients  who 
re  not  tested.  There  were  30  deaths 
iDng  these  nonsyphilitics  (9.25  percent 
4 he  324),  5 deaths  among  the  neuro- 
ynlitics  (19.23  percent  of  the  26),  no 
luhs  among  patients  with  systemic 
ijrilis,  and  2 deaths  among  28  em- 
)hees  who  had  major  operations. 

here  were  606  minor  operations,  with 
>i'  1 death  (an  employee). 

he  authors  believe  that  syphilis  was 
i finite  contributing  factor  in  the  death 
>f  nly  two  patients.  One  of  these  had 
i ydrocelectomy,  with  death  resulting 
■fu  bronchopneumonia.  The  other  pa- 
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tient  (a  poor  surgical  risk)  died  of 
cardiac  failure  and  bronchopneumonia 
following  an  emergency  enucleation  of 
an  eye  for  panophthalmitis.  Syphilis  was 
a factor  contributing  toward  the  poor 
physical  health  of  these  patients.  Two 
other  neurosyphilitic  patients  died  of 
peritonitis  following  operations  for  per- 
forated appendices  with  abscesses,  and 
a third  died  following  an  operation  for 
miliary  tuberculous  abscesses  and  peri- 
tonitis. In  these  three  cases  the  prog- 
nosis would  be  poor  in  any  patient,  and 
syphilis  probably  contributed  little  if 
anything  toward  their  deaths.  Thirty 
rectal  and  28  gynecologic  operations  were 
performed  with  no  deaths. 

The  mortality  of  the  neurosyphilitic 
patients  was  higher,  according  to  the 
statistical  study.  However,  after  ana- 
lyzing the  causes  of  death  the  surgical 
risk  of  the  neurosyphilitics  seemed  com- 
parable to  that  of  nonsyphilitics. 

Local  surgical  complications  were  more 
numerous  in  the  neurosyphilitics,  but 
these  were  chiefly  wound  infections. 
Difficulties  in  wound  healing  (sloughing, 
evisceration,  and  gumma  formation)  did 
not  occur.  Excluding  the  infections,  the 
wounds  of  syphilitics  healed  as  well  as 
those  of  nonsyphilitics. 

The  authors  state  that  if  syphilitic 
patients  have  had  adequate  antisyphilitic 
therapy  in  the  past,  they  can  safely  have 
emergency  and  elective  surgical  opera- 
tions without  additional  specific  treat- 
ment or  delay. 


PATHOLOGY 


A study  of  syphilis  of  the  aorta  and 
aortic  valve  area.  Charles  F.  Nichols. 
Ann.  Int.  Med.,  Lancaster,  14:  960- 
977,  Dec.  1940. 

An  analysis  of  41  cases  of  syphilitic 
aortic  incompetency,  which  came  to  au- 
topsy but  were  not  studied  clinically,  was 
made  in  connection  with  the  diagnosis  of 
uncomplicated  syphilitic  aortitis.  The 
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average  age  of  this  group  was  42.1  years. 
There  were  30  Negroes  and  11  white 
patients,  and  27  male  and  14  female. 
The  average  duration  of  symptoms  before 
hospitalization  was  6.2  months.  In  26 
cases  the  chief  presenting  symptom  was 
dyspnea  on  exertion,  later  followed  by 
cough  and  ankle  edema.  In  all  the  8 
cases  which  presented  paroxysmal  pain 
there  was  valvular  deformity,  but  in  3 
the  left  and  in  4 the  right  coronary 
ostium  was  completely  closed  while  in  1 
both  ostia  were  barely  visible.  Anoxemia 
of  the  heart  muscle  must  have  been  a 
marked  factor  in  the  production  of  pain. 
The  duration  of  symptoms  in  these  8 
cases  was  no  longer  than  for  the  group 
which  showed  no  coronary  involvement. 
The  entire  group  was  diagnosed  while 
under  observation  as  aortic  incompetency 
and  myocardial  failure  of  the  congestive 
type.  The  Wassermann  reaction,  taken 
in  35  of  these  bases,  was  positive  in 
34  and  negative  in  1.  A syphilitic  in- 
volvement of  the  aortic  valve  area  was 
found  in  all  and  varied  from  widening 
of  the  commissures  to  thickening  and 
fibrosis  of  the  valve  leaflets  with  short- 
ening and  retraction. 

Seventy  cases  of  active  syphilitic  aortic 
insufficiency  admitted  to  medical  service 
of  the  Philadelphia  General  Hospital 
were  studied.  There  were  53  Negro  and 
17  white  patients ; 60  were  male  and 
10  female.  The  average  age  was  46.04 
years.  From  information  given  in  34 
cases,  there  was  a long  latent  period, 
varying  from  5 to  40  years,  between 
the  initial  infection  and  the  onset  of 
symptoms.  The  most  frequent  early 
symptom  was  dyspnea  on  exertion,  and 
this  was  present  in  71  percent  of  the 
cases.  In  only  6 cases  was  paroxysmal 
dyspnea  a factor  in  the  onset.  There 
were  no  cases  which  could  be  classified 
as  having  pain  of  the  angina  pectoris 
type.  In  12  patients  pain  was  a mod- 
erate factor  in  the  mitral  symptoms  and 
wa.s  usually  substernal.  In  20  patients, 
tightness  or  oppression  under  the  ster- 
num was  emphasized.  The  average  du- 
ration of  symptoms  before  the  patient 

184 


was  forced  to  seek  hospital  attei 
was  10  months.  In  40  percent,  ec 
of  the  ankles  was  present  upon 
admission  to  the  hospital.  An  inci 
in  the  size  of  the  he'art  was  note 
93  percent,  and  the  typical  to-an 
murmur  of  aortic  insufficiency  was 
ent  in  87  percent.  In  5 cases  a pec 
musical  diastolic  murmur  was  h< 
The  average  pulse  pressure  in  this  s 
was  84  mm.  of  mercury,  which  1 
out  the  clinical  fact  th'at  a collaj 
pulse  is  frequently  associated  wil 
high  pulse  pressure.  The  Wassen 
reaction  was  positive  in  60  (85  perc 
of  these  cases,  negative  in  6,  and 
noted  in  4. 

The  fluoroscope  alone  should  no 
used  for  diagnosis.  Only  when 
fluoroscopic  findings  are  suggestive 
can  he  correlated  with  "a  corrobor; 
history,  serologic  and  physical  find 
should  the  diagnosis  be  made.  The 
trocardiograms  for  this  series  sh< 
an  absence  of  noteworthy  feat 
Rheumatic  heart  disease  probably  c 
the  greatest  difficulty  in  differential 
nosis,  hut  the  rheumatic  heart  practi 
always  comes  to  the  observation  ol 
clinician  before  the  age  of  30,  while  s 
ilis  of  the  aorta  usually  manifests  ; 
between  the  ages  of  35  to  55.  The  s 
with  which  the  type  of  heart  fa 
in  syphilitic  aortic  insufficiency 
gresses  is  striking  and  is  totally  diffi 
from  the  type  of  failure  observe 
the  hypertensive,  rheumatic,  and 
nary  artery  groups.  After  the  al 
onset  of  symptoms  the  condition  is 
slightly  amenable  to  treatment  and 
ress  is  rapidly  downward. 

The  pathogenesis  of  gonococcal  ii 

tions.  Wesley  W.  Spink.  Bull.  < 

toinfect.  Dis.,  Boston,  4:  1-2, 

1941. 

It  is  a curious  phenomenon  in  n; 
that  gonorrhea  cannot  be  experimen 
produced  in  the  lower  animals ; the  i 
coccus  seems  to  be  exclusively  a par 
of  human  tissue.  The  gonococci  qu 
penetrate  beneath  the  surface  of  the 
cous  membrane.  In  the  anterior  ur< 
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; • the  male,  gonococci  have  been  found 
it  ween  the  intercellular  spaces  well  be- 
:jv  the  surface  epithelium  within  36 
lurs  after  exposure.  This  would  imply 
if  at  before  the  onset  of  clinical  signs  and 
fimptoms  of  gonorrhea,  the  coccus  is  well 
lyond  the  reach  of  germicides  applied  to 
(j;  surface. 

;•  While  specific  data  are  lacking  it  is 
cite  probable  that  gonococci  invade  the 
l>od  stream  more  often  than  is  appre- 
t ted.  The  more  common  metastatic 
lions  which  may  result  from  gonococ- 
enia  include  arthritis,  tenosynovitis, 
c-ijunctivitis,  iritis,  and  iridocyclitis. 
Rause  of  the  serious  consequences  re- 
sting from  the  invasion  of  the  blood 
s earn  by  the  gonococcus,  specific  therapy 
v h the  sulfonamide  compounds  should 
b instituted  as  soon  as  the  diagnosis  of 
giorrhea  is  made.  Spink  does  not  sub- 
s' ibe  to  the  policy  of  waiting  until  the 
p ient  may  have  built  up  his  immunity 
: b ore  beginning  chemotherapy. 

. lit  is  believed  that  sufficient  clinical  data 
a now  available  to  predicate  the  thesis 
tit  the  coccus  will  remain  passively  in 
tl  body  and  give  rise  to  an  acute  in- 
ion  years  after  gonorrhea  has  been 
auired.  However,  such  a sequence  is 
rutively  uncommon. 

I'ccasionally  conjunctivitis  and  iritis 
aompany  gonococcal  arthritis,  and 
Stococci  are  invariably  absent  in  the 
23  date  of  the  eye.  Likewise,  skin 
Icons  such  as  keratodermia  blennor- 
flgichm  fail  to  yield  the  organisms 
v -n  appropriate  culture  technics  are 
il  lied.  Further  inquiry  is  necessary 
b«>re  the  true  status  of  these  lesions  is 
town.  Precise  knowledge  is  also  lack- 
n as  to  whether  strains  of  gonococci 
vs.'  in  their  virulence  and  invasiveness. 
It ; known  that  under  experimental  con- 
'd ons  the  gonococcus  may  be  rendered 
‘big  fast”  to  both  sulfanilamide  and 
'U  apyridine.  The  widespread  and  in- 
li  riminate  use  of  these  drugs  may  pos- 
W be  followed  by  the  propagation  of 
?o>rrhea  refractory  to  therapy  with 
th  e compounds,  because  of  the  develop- 
ra<t  of  resistant  strains. 
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The  blood  cells  in  early  syphilis.  Udo 

J.  Wile,  Raphael  Isaacs  and  Charles 

W.  Knerler.  Am.  J.  Syph.,  Gonor.  & 

Yen.  Dis.,  St.  Louis,  25:  133-141,  Mar. 

1941. 

At  the  present  time  no  specific  quanti- 
tative variations  in  the  blood  have  been 
reported  which  can  be  used  to  supplement 
a biologic  test  in  diagnosing  a question- 
able case  of  early  s5T>hilis.  If  abnormal 
cells  which  occur  only  in  syphilis  could 
be  demonstrated,  the  blood  picture  wou’d 
be  important.  To  investigate  this  fea- 
ture, the  blood  cells  of  a series  of  33  pa- 
tients with  early  syphilis  and  those  of  9 
rabbits  with  early  experimental  syphilis 
were  studied.  Emphasis  was  placed  on 
the  type  of  cells  found  in  the  peripheral 
blood. 

Mild  anemia  of  the  secondary  type, 
monocytosis,  and  eosinophilia  were  noted. 
These  variations  had  been  reported  pre- 
viously by  other  investigators. 

In  none  of  the  previously  published 
articles  was  any  mention  made  of  plasma 
cells  specifically.  In  this  study,  however, 
plasma  cells  were  found  in  the  blood  of 
29  (SO  percent)  of  the  36  untreated 
patients  with  early  syphilis  and  in  39  (88 
percent)  of  45  specimens  of  blood  from 
these  patients  after  they  had  been  given 
some  treatment.  This  finding  was  con- 
firmed in  the  blood  of  experimental  ani- 
mals, in  which  plasma  cells  were  found 
in  8 of  9 cases  (about  90  percent).  Isaacs 
(one  of  the  authors)  thinks  that  this  is  a 
nonspecific  reaction  which  occurs  when- 
ever lymph  nodes  are  involved  in  the 
disease  process.  In  view  of  the  regu- 
larity of  involvement  of  the  lymphatic 
system  in  syphilis,  plasma  cells  may  be 
expected  consistently  in  syphilitic  blood 
pictures  (just  as  they  were  found  in  these 
cases) . 
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Still  another  cell  which  ig  foreign  to 
the  normal  blood  picture  and  which  has 
not  been  reported  previously  was  noted 
quite  commonly  in  these  cases.  It  was  a 
cell  similar  to  the  type  seen  in  infectious 
mononucleosis.  It  was  noted  in  two 
stages,  young  (early)  and  old  (late),  and 
it  had  the  following  characteristics:  (1) 
In  its  younger  state  in  films  stained  with 
Wright’s  stain,  it  measured  (on  the  aver- 
age) 12.0  by  13.5  microns,  with  a nucleus 
12.0  by  7.5  microns.  The  cytoplasm  was 
deeply  basophilic,  nongranular,  but  with 
a “curdled”  texture.  There  was  no  peri- 
nuclear clear  zone.  The  material  in  the 
nucleus  was  finely  divided  with  a flaky 
texture.  There  was  no  sharp  nuclear 
membrane.  The  nucleus  was  usually  oval 
or  kidney-shaped.  (2)  In  the  older  form 
the  average  measurements  were  15.0  by 
15.75  microns,  with  a nucleus  of  9.0  by 
13.5  microns.  The  intense  blueness  of 
the  stained  cytoplasm  was  confined  to 
the  edge,  frequently  with  blue-staining 
wedges  extending  into  the  cytoplasmic 
area.  The  cells  were  nongranular. 

With  brilliant  cresyl  blue,  followed  by 
Wright’s  stain,  the  cresyl  blue  precipitate 
in  the  cytoplasm  was  confined  to  small 
clumps,  surrounded  by  a clear,  non- 
staining cytoplasm.  This  differed  from 
the  rather  uniformly  distributed  cresyl 
blue  network  of  the  lymphocytes  and  the 
fine  granules  (interspersed  with  red-stain- 
ing granules)  of  the  monocytes. 

In  untreated  patients  with  early  syph- 
ilis these  cells  were  seen  in  22  of  36  cases 
(61  percent)  and  in  35  of  45  cases  (79 
percent)  shortly  after  treatment  was  in- 
stituted. They  were  present  in  some 
cases  in  which  Kahn  reactions  were 
negative.  They  were  absent  in  some 
with  positive  serologic  tests. 

There  seems  to  be  no  direct  correla- 
tion between  biologic  tests  for  syphilis 
and  the  presence  of  these  cells  in  the 
blood,  although  such  a relationship  is 
suggested  by  the  frequency  of  positive 
serologic  tests  for  syphilis  in  cases  of  in- 
fectious mononucleosis  in  which  similar 
cells  are  seen.  Infectious  mononucleosis 
is  the  only  other  condition  in  which  this 
type  of  cell  is  found. 


In  the  blood  films  of  8 out  of  9 sj 
ilitic  rabbits  (about  90  percent),  c 
were  found  which  were  comparable  to 
abnormal  cells  seen  in  the  blood  of 
tients.  Such  cells  were  not  seen  in 
blood  of  normal  rabbits. 


Is 

ie 

i- 

,e 


On  the  possible  presence  of  a reagin-  e 
factor  in  normal  human  serum.  N ?, 

Sherwood,  Glenn  C.  Bond  and  R I, 
Canuteson.  Am.  J.  Syph.,  Gonorlv 
Ven.  Dis.,  St.  Louis,  25:  179-185,  D'r.i 
1941. 

By  the  use  of  a widespread  Kahn  1 1,  j 
using  serum-antigen  ratios  varying  f n ! 
100 : 1 to  1:5,  a positively  reacting  t > ! 
stance  was  found  to  be  present  (pert  s 
temporarily)  in  the  blood  serums  oi  3 
among  1,017  presumably  healthy,  1 1- 
syphilitic  white  American  univer  y 
students  of  both  sexes.  This  flocc  i- 
tion  extended  to  the  diagnostic  rang*  f 
the  Kahn  test  in  only  two  serums. 

Of  15  students  who  gave  positive  r 
doubtful  results  by  one  or  more  techr  i, 
2 reacted  only  with  the  Kline  and  Ei  e 
tests.  It  is  probable  that  these  K s 
and  Eagle  tests  were  nonspecific  e 
either  to  highly  sensitive  antigen  oio 
laboratory  errors.  They  probably  3 
not  reflect  the  presence  of  a reacting  s ■ 
stance  in  the  two  -serums  tested. 

Six  of  the  13  serums  were  posil  5 
only  by  the  widespread  Kahn  tech  , 
using  serum-antigen  ratios  significai  J 
in  excess  of  those  used  in  the  diagnoi ' 
tests.  In  these  6 cases  the  other  t<» 
were  negative. 

In  the  remaining  7 cases  the  wi 
spread  Kahn  test  was  positive,  giv  ! 
definite  flocculation  over  a variable  ra  1 
of  serum-antigen  ratios,  which  in  ' 
case  of  2 serums  actually  extended  to  : 
diagnostic  range  ( the  standard  Ki  i 
test  also  being  positive).  In  these  ca:j« 
one  or  more  of  the  other  diagnostic  t(iJ 
used  also  gave  positive  or  doubtful,  • 
conclusive  results. 

In  9 of  the  13  with  originally  posit! 
widespread  Kahn  tests,  it  was  possi,: 
to  repeat  this  test  on  subsequent  sp( ' 
mens  obtained  at  varying  intervals  o ' 
a period  of  8 months.  In  5 of  thesi 1 
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eagin-like  substance  was  present  in  one 
r more  repeat  tests  but  eventually  dis- 
ppeared.  In  the  other  4 the  original 
ositive  tests  could  not  be  repeated.  It 
; possible  that  this  change  in  reactivity 
as  due  to  the  use  of  a different  antigen 
i some  cases.  If  so,  the  original  posi- 
!ve  result  might  be  interpreted  as  a 
•ehnical  error.  It  is  also  possible,  how- 
ler, that  the  serologic  reversal  noted  in 
tese  9 students  represented  the  sponta- 
kras  disappearance  of  “normal  reagin” 
id  that  normal  human  serums  occa- 
lonally  (even  if  only  temporarily)  may 
■ntain  a substance  similar  to  that 
resent  in  syphilitic  serum.  In  rare  per- 
ns this  normal  factor  may  conceivably 
■ present  in  sufficient  concentration  to 
«jve  biologic  false  positive  or  doubtful 
■.agnostic  tests  for  syphilis. 

l^ie  laevulose  tolerance  test  in  intoler- 
ance to  antisyphilitic  therapy.  Gor- 
don O.  Horne.  Edinburgh  M.  J.,  47 : 
801-804,  Dec.  1940. 

Horne  has  employed  liver  function 
ists  in  patients  receiving  antisyphilitic 
Uatment  with  arsenic  and  bismuth.  He 
(sired  to  study  the  cause  of  jaundice 
ourring  during  the  course  of  antisyphi- 
lic  treatment,  and  he  felt  that  by  de- 
titing  liver  damage  prior  to  its  clinical 
iinifestation  the  occurrence  of  toxic 
jindice  might  be  anticipated  and  so 
Evented.  The  levulose  tolerance  test 
v s employed  in  a series  of  24  cases 
teen  at  random  to  determine  whether 
i might  be  used  in  detecting  liver  dam- 
ap  prior  to  the  development  of  clinical 
sns.  In  all  cases,  intolerance  occurred 
dring  the  course  of  treatment  with  an 
o:anic  arsenical  and  a metallic  bismuth 
reparation.  Some  of  the  cases  were 
uier  treatment  in  the  hospital,  some 
''re  hospitalized  for  the  test,  and  some 
vre  investigated  as  out-patients. 

n 7 out  of  20  cases  where  clinical 
jandice  was  present,  the  levulose  tol- 
e nee  test  was  normal  to  both  the 
Swfirt,  Scarborough  and  Davidson,  and 
tl  Tallermann  standards.  Six  cases 
o y were  abnormal  according  to  the  first 
stadard,  and  all  of  these  and  the  re- 
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maining  7 of  the  20  cases  were  abnormal 
to  the  second  standard.  One  case  which 
showed  intolerance  in  the  form  of  urti- 
caria gave  a normal  curve  to  both  stand- 
ards, and  only  1 of  6 cases  showing  skin 
manifestations  gave  an  abnormal  curve. 
In  4 cases  the  test  wfis  repeated  after 
the  jaundice  had  cleared  up,  and  all 
were  found  to  be  normal  according  to 
both  standards. 

The  failure  of  the  levulose  tolerance 
test  to  demonstrate  liver  dysfunction  in 
such  a large  proportion  of  cases,  even 
where  clinical  jaundice  whs  present,  does 
not  seem  to  warrant  its  employment 
during  the  course  of  treatment  in  order 
to  anticipate  intolerance  prior  to  the 
appearance  of  clinical  signs. 

Effect  of  temperature  on  Kahn  reaction. 
II.  With  serologically  positive  sera  of 
human  syphilis.  R.  L.  Kahn,  E.  B 
McDermott  and  S.  Marcus.  Am.  J. 
Syph.,  Gonor.  & Ven.  Dis.,  St.  Louis, 
25:  157-161,  Mar.  1941. 

When  serologically  positive  serums  of 
presumably  syphilitic  humans  were  ex- 
amined with  the  Kahn  test  under  proper 
conditions  at  37°  and  at  1°  C.,  they 
showed  a tendency  toward  more  marked 
precipitation  at  37°  than  at  1°  C.  This 
tendency  was  demonstrable  with  moder- 
ately positive  serums  without  the  need 
of  diluting  them  with  salt  solution.  The 
tendency  was  also  demonstrable  with 
strongly  positive  serums  after  they  were 
diluted  with  salt  solution  to  a degree 
that  they  gave  moderate  or  weak  sero- 
logic reactions.  In  another  report  by 
these  authors  (Am.  J.  Syph.,  Gonor.  & 
Ven.  Dis.,  25:  151-156,  Mar.  1941)  it 
was  shown  that  serologically  positive, 
nonsyphilitic  animal  serums  showed  a 
reverse  tendency — marked  precipitation 
at  1°  C.  and  weak  or  no  precipitation 
at  37°  C.  These  findings  indicate  the 
existence  of  two  types  of  seropositive 
reactions — a syphilitic  and  a nonsyphi- 
litic type. 

Among  the  human  serums  tested  were 
a small  number  of  lyophile  serums  sub- 
mitted by  Senior  Surgeon  J.  F.  Mahoney, 
Director  of  the  Venereal  Disease  Labora- 
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tory  of  the  U.  S.  Public  Health  Service 
at  Staten  Island.  These  serums  also 
showed  a tendency  toward  stronger  pre- 
cipitation at  37°  than  at  1°  C. 

Results  with  another  group  of  serums 
sent  to  the  authors  by  Mahoney’s  labora- 
tory for  the  purpose  of  comparing  Kahn 
reactions  with  those  given  by  other  sero- 
logic methods,  further  demonstrated  this 
tendency.  Of  a total  of  195  serums  ex- 
amined, 101  were  Kahn  positive,  and 
92  were  negative.  Of  the  positive 
serums,  100  gave  more  marked  precipi- 
tation at  37°  than  at  1°  C.,  while  one 
serum  gave  precipitation  results  of  a 
reverse  type.  Of  the  negative  serums,  90 
proved  to  be  negative  at  all  temperatures, 
while  2 showed  moderate  precipitation 
at  1°  C.  On  the  basis  of  examination 
of  more  than  2,000  serums  at  the  dif- 
ferential temperatures,  the  authors  state 
that  it  is  probable  that  the  100  positive 
serums  which  gave  more  marked  precipi- 
tation at  37°  C.  were  of  syphilitic  origin, 
while  the  one  serum  which  gave  more 
marked  precipitation  at  1°  C.  was  of 
nonsyphilitic  origin. 

It  was  of  interest  to  determine  whether 
different  specimens  of  blood  obtained  at 
different  intervals  from  the  same  syphi- 
litic patient  would  give  consistent  pre- 
cipitation results  at  37°  and  at  1°  C. 
The  results  obtained  with  the  blood 
serum  of  three  patients  receiving  anti- 
syphilitic therapy  showed  that  this  prop- 
erty of  syphilitic  serums  is  apparently 
constant. 

Occasionally,  moderately  positive 
serums  gave  the  same  precipitation  re- 
sults at  37°  and  at  1°  C.  If  diluted 
sufficiently  with  salt  solution,  such 
serums  generally  gave  stronger  precipi- 
tation at  one  of  the  two  temperatures. 
If  no  differentiation  was  obtained  at 
these  two  temperatures,  the  results  were 
considered  inconclusive. 
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Effect  of  temperature  on  Kahn  reactii. 
III.  With  serologically  positive  ser£  n 
the  absence  of  syphilis.  R.  L.  Ivaa, 
E.  B.  McDermott  and  S.  Marcus,  i a. 
J.  Syph.,  Gonor.  & Ven.  Dis.,  St.  Lo  s, 
25:  162-172,  Mar.  1941. 

Two  basic  types  of  verification  rcc- 
tions  have  been  noted  with  serologic:  y 
positive  serums:  (1)  A syphilitic  tjl 
when  a serum  showed  more  marked  i 
cipitation  at  37°  than  at  1°  C. ; :! 
(2)  a general  biologic  type,  when  a 
rum  showed  more  marked  prec-ipitat 
at  1°  than  at  37°  C.  Reactions  wb 
were  atypical  were  reported  as  inc 
elusive.  In  a broad  sense,  the  syj' 
litic  and  general  biologic  types  col 
sponded  to  the  presence  and  absence 
syphilis,  respectively. 


In  this  article  the  authors  report  e| 
results  of  further  studies  of  serologic:  jj 
positive  serums  from  persons  with  i 
rosy,  malaria,  and  other  nonsyphil 
pathologic  conditions.  Blood  specim 
from  leprosy  cases  were  obtained  fi 
the  National  Leprosarium,  Carville,  L 
isiana.  Those  from  malaria  cases  w 
obtained  from  the  Milledgeville  St  e 
Hospital  in  Georgia.  Other  serologic: 
positive  serums  from  presumably  n 
syphilitic  patients  were  obtained  fr 
different  sources.  ' 

It  was  observed  that  serums  fr 
seropositive  patients  with  leprosy  w 
divisible  into  two  main  groups : 
Those  that  gave  marked  precipitat 
at  37°  C.  with  little  or  no  precipitat 
at  1°  C.,  and  (2)  those  that  gave  marl 
precipitation  at  1°  C.  with  little  or 
precipitation  at  37°  C.  The  data  re) 
ing  to  20  serums  are  tabulated.  Ten 
these  serums  showed  the  syphilitic  t; 
of  reaction  and  10  showed  the  gene 
biologic  type.  Of  interest  is  the  find! 
that  most  of  the  10  serums  which  g: 
the  syphilitic  type  of  reaction  were  qO 
potent  and  required  relatively  high  di 
tion  with  salt  solution  in  order  to  br 
out  differential  precipitation  at  37°  a 


Venereal  Disease  Information,  May  l 


C.  Most  of  the  10  serums  which  gave 
3 general  biologic  type  of  reaction  were 
low  potency  and  required  little  or  no 
ution  with  salt  solution  to  bring  out 
ferential  precipitation.  This  indicates 
it  the  syphilitic  type  of  reaction  in 
irosy  is  generally  accompanied  by  high 
•ologic  titers  and  the  general  biologic 
ie  of  reaction  by  low  serologic  titers, 
present,  there  is  no  clinical  criterion 
which  it  can  be  determined  with 
•tainty  that  the  leprosy  cases  giving 
3 syphilitic  type  of  reaction  have  sypli- 
> and  those  which  give*  the  general 
logic  type  of  reaction  are  free  from 
s disease.  Of  44  serologically  posi- 
e serums  from  persons  with  leprosy, 
gave  the  syphilitic  type  of  reaction, 
1 28  gave  the  general  biologic  type. 
Serologic  tests  were -made  on  a group 
nonsyphilitic  persons  with  malaria. 

I each  case  the  Kahn  reactions  were 
eatedly  negative  before  the  patients 
,re  given  malaria.  They  became  posi- 
.e  for  a limited  period  after  the  ma- 
ia  developed  and  then  became  nega- 
p again  after  recovery.  Verification 
Its  of  serums  taken  from  these  patients 
'ing  the  Kahn-positive  period  persist- 
jly  gave  the  general  biologic  type  of 
ction. 

n the  miscellaneous  cases  of  patients 
gnosed  as  nonsyphilitic,  the  seroposi- 
3 results  with  a diagnostic  test  were 
ompanied  by  the  general  biologic  type 
I reaction  with  the  verification  test. 
S'  clinical  conditions  included  inflam- 
H ory  pelvis,  arteriosclerosis,  multiple 
Irosis,  obesity,  bronchiectasis,  and 
lipe.  One  of  the  persons  listed  was  a 
Hid  donor  who  was  apparently  normal. 
|is,  the  verification  test  is  capable  of 
licting  nonspecific  types  of  reactions 
Birring  in  the  presence  of  various 
•biologic  conditions.  Of  special  inter- 
* is  one  case  in  which  the  patient 
Jiwed  a relatively  high  serologic  titer, 
fcdently  serologic  reactions  of  high 
Ir  in  isolated  instances  can  he  unre- 
ad to  syphilis. 
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The  results  of  the.  verification  test  in 
malaria  are  highly  promising.  The  con- 
sistency with  which  positive  serologic 
results  in  the  absence  of  syphilis  are 
accompanied  by  the  general  biologic  type 
of  reaction  in  this  disease  is  striking. 
In  view  of  the  widespread  distribution 
of  malaria  in  different  parts  of  the 
world,  it  is  hoped  that  the  verification 
technic  will  prove  valuable  in  differen- 
tiating seropositive  reactions  due  to 
malaria. 

The  implication  that  only  one-third  of 
the  seropositive  cases  of  leprosy  are 
associated  with  syphilis  seems  to  be 
epidemiologically  reasonable.  Extensive 
studies  will  have  to  be  carried  out  with 
the  verification  test  in  leprosy  before  it 
will  be  possible  to  draw  a definite  con- 
clusion as  to  its  value  in  detecting  the 
presence  or  absence  of  syphilis  in  such 
cases. 

Effect  of  temperature  on  Kahn  reaction. 
IV.  With  serologically  negative  sera  in 
the  absence  of  syphilis.  R.  L.  Kahn, 
E.  B.  McDermott  and  S.  Marcus.  Am. 
J.  Syph.,  Gonor.  & Ven.  Dis.,  St.  Louis, 
25:  173-178,  Mar.  1941. 

Certain  serologically  negative  non- 
sypliilitic  serums,  whether  from  lower 
animals  or  human  beings,  when  exam- 
ined with  the  Kahn  test  under  special 
conditions  at  37°  and  1°  C.,  respectively, 
showed  precipitation  at  1°  C.  and  little 
or  no  precipitation  at  37°  C.  This  kind 
of  precipitation  is  a general  biologic  type 
of  reaction.  The  reaction  is  relatively 
widespread  among  lower  animals  under 
apparently  normal  conditions  and  among 
human  beings  largely  under  pathologic 
conditions. 

A total  of  119  animal  serums  were  ex- 
amined with  the  verification  test.  The 
numbers  of  serums  from  each  species 
which  gave  the  general  biologic  reaction 
were  as  follows : Of  30  hog  serums  tested, 
23  gave  the  reaction ; of  35  rabbit  serums, 
16;  and  of  54  chicken  serums,  27.  Thus, 
66  of  119  serologically  negative  animal 
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serums  gave  the  general  biologic  type  of 
reaction  with  the  verification  test.  A 
total  of  43  gave  negative  reactions.  The 
authors  state  that  unpublished  data  in- 
dicate that  the  number  of  animal  serums 
giving  negative  verification  reactions 
can  be  further  reduced  by  the  use  of  anti- 
gens more  sensitive  than  standard  Kahn 
antigen.  It  thus  appears  that  animal 
serums,  serologically  negative  with  a 
diagnostic  test,  possess  an  inherent  prop- 
erty of  giving  the  general  biologic  type  of 
serologic  reaction. 

Of  25  serologically  negative  serums 
from  persons  with  malaria,  15  showed 
the  general  biologic  type  of  reaction. 
After  inoculation  with  malaria  most  of 
these  nonsyphilitic  persons  gave,  for 
limited  periods,  positive  serologic  reac- 
tions. However,  after  they  began  to  give 
negative  serologic  reactions  again,  they 
showed  the  general  biologic  type  of  reac- 
tion with  the  verification  test  for  vary- 
ing intervals. 

Of  25  serums  from  serologically  nega- 
tive leprosy  patients,  13  gave  the  general 
biologic  reaction  with  the  verification 
test. 

Of  440  Kahn-negative  serums  from 
routine  examinations  of  the  University 
of  Michigan  Hospital,  16  gave  the 
general  biologic  reaction. 

The  authors  believe  it  is  possible  that 
serologically  negative  persons  giving  the 
general  biologic  type  of  reaction  are 
“potential  carriers”  of  serologically  posi- 
tive reactions.  One  seronegative  person 
who  gave  a general  biologic  reaction  re- 
cently became  seropositive  during  a 
febrile  state  and  seronegative  again  dur- 
ing convalescence.  Obviously,  large  num- 
bers of  seronegative  persons  will  have  to 
be  tested  with  the  verification  test  before 
it  will  be  possible  to  establish  that  “car- 
riers” of  the  general  biologic  type  of  re- 
action are  “potential  carriers”  of  false 
positive  serologic  reactions. 
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Some  hitherto  unrecognized  excreti  teli 
products  of  sulfapyridine  and  their  i 
lation  to  urolithiasis.  John  Y.  Sci  !|i 
and  Harry  J.  Robinson.  Am.  J. 

Sc.  (Proc.  Physiol.  Soc.  of  Phi 
delphia),  Philadelphia,  201:  310,  F 
1941. 

The  mechanism  of  the  urinary  elimi 
tion  of  sulfapyridine  is  more  comp 
than  has  been  postulated  before.  A mo 
hydroxyl  derivative  of  sulfapyridine  a 
its  water-soluble  glucuronide  have  b(,i  j 
isolated  from  dog  urine  (Scudi,  Scier, 
91,  486,  1940).  These  products  are  oi-- 


narily  measured  by  diazotization  prc- 
dures  as  “free”  or  “unchanged”  sul- 


, 


pyridine. 

The  formation  and  excretion  of  th  :• 
products  have  been  studied  in  the  rat 
Scudi  and  Robinson.  Following  the  ■ 
ministration  of  the  drug  there  was  an 
creased  urinary  output  of  glucuronic  a< 
which  indicated  that  as  much  as  40  i - 
cent  of  the  “free”  sulfapyridine  vtf 
present  as  the  highly  soluble  glucuroni:. 
This  was  confirmed  by  a study  of  ? 
ratio  of  “free”  sulfapyridine  to  acetyls 
fapyridine,  and  a quantitative  determi 
tion  of  the  urinary  hydroxysulfapyridi 

The  excretion  of  a part  of  the  drug  i i 
soluble  form  is  important  in  the  etiold 
of  acetylsulfa pyridine  urolithiasis,  li- 


the body  is  deprived  of  the  mechanii 


whereby  this  soluble  product  is  form 
the  body  must  detoxicate  ana  elimin? 
larger  amounts  of  the  ding  in  some  ot’r 
fashion.  Following  liver  damage  indu  1 


by  phosphorus  poisoning,  the  glucuro: 


acid  output  is  no  longer  augmented 
the  administration  of  sulfapyridine.  1 
production  of  the  insoluble  acetylsul 
pyridine  is  not  depressed. 

Thus,  three  injections  of  phospho  9 
produced  a 60-percent  incidence  of  u 
liths,  whereas  a control  series  of  rs 
showed  only  a 10-percent  incidence  f 
stones  at  the  sulfapyridine  dose  le 
studied. 
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i’reliminary  studies  in  man  (Scudi, 
|;ish  and  Bullowa,  Science,  89:  516, 
9)  indicate  that  man  and  the  rat  em- 
ir the  same  mechanism  for  the  excre- 
!i  of  sulfapyridine.  Thus,  liver  func- 
ji  should  be  considered  in  the  etiology 
I icetylsul  fa  pyridine  urolithiasis. 

— 

PUBLIC  HEALTH 
ID  MINISTRATION 

!t 

hereal  prophylaxis.  Editorial.  Min- 
esota  Med.,  Minneapolis,  24:  119-120, 
eb.  1941. 

a his  autobiography,  Hugh  Young  tells 
1 intimate  details  of  the  way  in  which, 
i the  first  time  in  the  history  of  warfare, 
lirious  and  effective  attempt  was  made 
control  the  incidence  of  venereal  dis- 
iie  among  the  troops.  It  is  a fascinating 
|:y  of  careful  planning  by  a master 
ijid  backed  by  competent  authority. 
E?h  Young  has  done  many  things  of 
iiortance  in  his  long  and  useful  life,  but 
thing  he  has  ever  accomplished  bears 
l comparison,  for  far-reaching  benefit, 
tc his  skill  and  persistence  in  carrying 
a his  ideas  in  the  prevention  of  venereal 
Ijiase.  It  furnishes  an  example  for  the 
»ple  civilized  world  of  what  could  be 
I e by  carefully  applied  scientific  knowl- 
&e  properly  enforced. 

Attract:  Venereal  diseases.  J.  Indiana 
1.  A.,  Indianapolis,  34:  140,  Mar.  1941. 
f i cooperative  attack  on  venereal  dis- 
e:  e by  employers  and  employees  is  essen- 
ti  for  the  conservation  of  the  national 
dense  labor  force,  Surgeon  A.  J.  Asel- 
n .7er  of  the  U.  S.  Public  Health  Service, 
id  a joint  meeting  of  health  and  civic 
gups  in  York,  Pennsylvania,  January 
3i  1941. 

le  summarized  the  industrial  losses  of 
v ereal  disease  as : 

. Lowered  efficiency  of  the  infected 
w 'ker  who  neglects  treatment. 

• Damage  to  equipment  by  workers 
^>se  infection  has  affected  vital  organs. 


3.  Production  interruptions  through 
replacement  of  these  workers. 

4.  Workmen’s  compensation  for  well 
employees  who  may  be  injured  in  acci- 
dents caused  by  the  infected  worker. 

5.  Growing  taxes  to  pay  for  infected 
workers  who  become  public  charges. 

Aselmeyer  said  that  defense  against 
venereal  disease  begins  on  the  home  front. 
He  called  for  diagnosis  and  treatment  of 
infected  persons,  contact-tracing,  and  edu- 
cational activities.  The  problem  should 
be  attacked  by  the  community  as  a whole 
under  the  leadership  of  the  city  health 
department,  the  local  medical  society,  and 
civic  organizations,  with  the  cooperation 
of  the  State  and  Federal  public  health 
authorities. 

He  said  that  there  should  be  no  special 
concern  for  the  working  capacity  of  an 
employee  with  a venereal  disease  as  long 
as  the  employee  is  brought  under  regular 
treatment  before  he  reaches  the  stages 
producing  disability.  The  danger  of  in- 
fecting other  employees  is  nil  as  long  as 
treatment  is  secured  regularly  until  the 
disease  is  cured. 

Discharge  of  the  infected  worker  bor- 
rows trouble  for  the  community  and  the 
industry.  In  the  long  run  such  cases  are 
reflected  in  higher  relief  and  tax  loads. 

Both  National  and  local  leaders  of  the 
Congress  of  Industrial  Organizations,  and 
the  American  Federation  of  Labor  have 
endorsed  the  venereal  disease  program, 
but  they  insist  on  proper  safeguards  to 
prevent  discrimination  against  infected 
workers.  Cooperation  will  solve  this 
problem.  If  the  employers  as  civic  lead- 
ers in  the  community,  and  their  workers 
and  families  as  members  of  the  com- 
munity, will  unite  in  an  attack  on  venereal 
diseases  for  the  good  of  both,  there  need 
be  no  fear  of  discrimination. 

Factors  affecting  the  results  of  contact 
investigation  in  the  syphilis  clinic  of 
the  Johns  Hopkins  Hospital.  Robert 
Dyar  and  Nobel  W.  Guthrie.  Am.  J. 
Syph.,  Gonor.  & Ven.  Dis.,  St.  Louis, 
25:  215-224,  Mar.  1941. 

Syphilis  control  methods  should  aim 
to  prevent  (a)  the  spread  of  the  disease 


Cereal  Disease  Information,  May  1941 


191 


to  healthy  persons  and  (b)  the  develop- 
ment of  late  disabling  lesions  among 
persons  already  infected.  In  accomplish- 
ing the  first  objective,  the  prompt  dis- 
covery and  treatment  of  persons  with 
infectious  syphilis  is  essential  in  order 
to  shorten  the  average  duration  of  the 
infectious  period.  If  the  second  objec- 
tive is  to  be  attained,  it  is  important  to 
discover  persons  with  untreated  syphilis 
regardless  of  whether  or  not  they  are 
potential  sources  of  infection  in  the  com- 
munity. 

In  a previous  report  from  the  syphilis 
clinic  of  the  Johns  Hopkins  Hospital, 
written  by  Turner,  Gelperin  and  Enright 
(Am.  J.  Pub.  Health,  29:  768,  1939), 
the  results  of  the  epidemiologic  investi- 
gations of  the  contacts  of  247  patients 
with  primary  or  secondary  syphilis  were 
reported,  and  a method  of  analyzing  data 
of  this  type  was  proposed.  In  this  group, 
when  only  cases  of  syphilis  not  previ- 
ously known  were  considered,  for  every 
100  cases  of  primary  or  secondary  syph- 
ilis admitted  to  the  clinic  voluntarily, 
30  cases  of  infectious  syphilis  and  16 
cases  of  latent  syphilis  were  discovered 
among  the  contacts  of  the  original  pa- 
tients. In  addition,  24  contact  cases  al- 
ready under  medical  care  for  syphilis 
were  found  for  every  100  original  cases. 

In  the  present  report,  the  authors  pre- 
sent briefly  the  results  of  contact  investi- 
gation obtained  during  the  one-year 
interval  subsequent  to  the  period  covered 
by  the  earlier  report,  and  they  discuss 
certain  factors  influencing  these  results 
and  their  interpretation. 

The  authors  report  that  the  investi- 
gation of  the  contacts  of  133  cases  of 
infectious  syphilis  led  to  the  discovery 
of  72  previously  unrecognized  cases  of 
syphilis.  Forty-two  of  these  were  cases 
of  primary  or  secondary  syphilis  (a  ratio 
of  infectious  contact  cases  to  original 
cases  of  32 : 100) . There  were,  in  addi- 
tion, 69  previously  known  cases  of  syph- 
ilis among  the  contacts  named  (52  per 
100  original  cases).  Fifty-two  of  the 
contacts  examined  did  not  have  syphilis 
(a  ratio  of  39  per  100  original  Cases). 


« 

«! 


:! 


- 
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Compared  with  the  earlier  study,  t!  to 
was  an  increase  in  the  average  num  1 
of  contacts  named  and  an  increase 
the  proportion  of  contacts  examined  -t(l 
original  Case.  This  was  not  accompar 
by  an  increase  in  the  proportion  of 
fectious  contact  cases  or  in  the  proi 
tion  of  total  new  cases  of  syphilis 
covered. 

Of  all  infectious  contact  cases  disc  15 
ered,  29  percent  were  under  medical 
serration  within  1 week  following  adr 
sion  of  the  original  case,  and  67  perc 
within  1 month. 

Examination  of  the  contacts  of 
cases  of  latent  syphilis  in  colored  mj 
and  females  less  than  25  years  of 
revealed  only  1 infectious  and  5 lat 
cases  of  syphilis.  The  ratio  of  infecti 
contacts  discovered  to  100  original  ca 
is  13  times  as  great  for  original  in 
tious  cases  as  for  original  latent  ca: 
During  the  period  covered  by 
study,  a more  intensive  investigation  f 
the  contacts  of  each  original  case  c 
conducted  than  during  the  first  stu 
The  result  was  that  a much  larger  m - 
ber  of  contacts  were  named.  Many  f 
these  contacts  were  poorly  identified, 
that  follow-up  of  this  group  with  apprc 
matelv  the  same  amount  of  social  sen 
effort  per  contact  named  led  to  u 
examination  of  a lower  proportion  of 
named  contacts  than  in  the  previi 
study.  Moreover,  the  number  of  soc 
service  visits  per  new  case  discove 
was  almost  twice  as  great  during 
second  period  as  it  was  during  the  fin 
The  findings  indicate  that  during 
second  period  a point  was  reached  t 
which  increasing  social  service  eff t 
yielded  diminishing  returns. 

Syphilis  control  program  in  a mini! 
community.  R.  L.  Stewart.  J.  M.  • 
Alabama,  Montgomery,  10:  265-2, 
Feb.  1941. 

Strenuous  physical  labor  such  as  cd 
mining  is  apt  to  cause  valvular  her 
disease,  aortic  dilatation,  or  aneury 
in  persons  with  latent  syphilis. 
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iDhe  president  of  the  Alabama  Fuel  and 
n Company  realized  the  masked 
rsical  hazards  and  the  economic  waste 
ised  by  syphilis.  He  suspected  a high 
fcentage  of  syphilis  among  Negro  em- 
yees  of  the  company  and  proposed  a 
apulsory  antisyphilitic  program  to  he 
ducted  by  the  company  doctors  in 
er  to  find  and  treat  adequately  all  pa- 
rts with  syphilis  in  the  community, 
in  educational  program  was  launched, 
h officials  of  the  company,  doctors, 
H organized  groups  in  the  community 
f perating.  The  subject  of  syphilis  was 
|en  a prominent  place  on  several  pro- 
E ms  of  both  white  and  Negro  welfare 
pieties.  Free  lectures,  pamphlets,  and 
Ition  pictures  on  syphilis  from  the 
I te  health  department  were  presented, 
fien  the  attitude  of  the  community  had 
pn  molded  to  support  such  a program, 
aerologic  survey  of  the  population  was 
l:un. 

About  75  percent  of  the  persons  in  the 
Immunity  were  Negroes.  Each  family 
pd  a nominal  sum  each  month  for 
ndical  care.  Without  any  additional 
eiense  the  old  employees  and  their 
liilies  were  given  a thorough  physical 
e mination  which  included  a blood 
sologic  test  for  syphilis.  Since  that 
tie  such  a blood  test  has  been  made  as 
P t of  the  routine  preemployment  ex - 
aination.  Those  employees  with  posi- 
ti;  tests  were  not  discharged  but  were 
r'uired  to  begin  treatment  immediately, 
'he  survey  extended  from  the  fall  of 
to  January  1940  with  the  following 
r«  alts : Of  1,535  Negroes  tested,  228 
( .9  percent)  had  positive  tests.  Of  663 
« te  persons  tested,  5 (0.75  percent) 
a positive  tests.  Of  the  total  number 
1 298)  tested,  therefore,  10.6  percent 
h positive  tests. 

,‘wenty-seven  percent  of  those  with 
P'itive  tests  had  “early”  syphilis  and 
7i  percent  had  “late”  syphilis.  Those 
P'sons  with  positive  tests  in  the  absence 
°Hny  history  of  previous  infection  were 
c<sidered  to  have  “late”  syphilis.  Those 
w>  gave  a history  of  recent  infection 
wie  considered  to  have  “early”  syphilis. 
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The  names  of  Negro  persons  with  posi- 
tive tests  were  given  to  their  mine  fore- 
men. These  Negro  patients  were  then 
called  to  the  office  where  the  consequences 
of  the  disease  were  explained,  and  the  im- 
portance of  treatment  was  stressed. 
These  patients  were  each  given  a card 
with  52  spaces  representing  each  week  in 
the  year.  When  the  weekly  treatment 
was  administered,  the  card  was  signed  by 
the  physician  and  checked  by  the  fore- 
man when  the  employee  reported  for  work. 
Employees  whose  cards  failed  to  show 
the  doctor’s  signature  for  the  past  week 
were  not  allowed  to  wrnrk  until  they  had 
obtained  a written  order  from  the  doctor 
to  return  to  work.  The  names  of  the 
five  white  patients  were  not  given  to 
their  mine  foremen. 

Routine  treatment  consisted  of  18 
months  of  continuous  therapy,  alternat- 
ing 10  intravenous  injections  of  neoars- 
phenamine  with  10  intramuscular  injec- 
tions of  bismuth  at  weekly  intervals. 
The  treatment  varied  with  the  individual 
patient  and  especially  with  those  show- 
ing intolerance  to  the  drugs. 

Patients  who  refused  treatment  were 
advised  to  leave  the  community,  and  6 
of  them  did  so.  More  rigid  rules  should 
be  applied  to  such  persons.  Eighty-seven 
left  the  community  at  different  times  for 
various  reasons ; 51  were  taking  treat- 
ment in  January  1940 ; 89  completed  18 
months  of  continuous  treatment  (79 
percent  of  these  had  negative  blood  tests 
at  the  end  of  treatment). 

Cooperation  from  the  patients  was,  on 
the  whole,  very  good.  Objections  were 
based  on  the  dread  of  the  needle  prick, 
soreness  at  the  site  of  the  hip  injection, 
and  a generalized  rash  in  a few  cases. 
The  percentage  of  drug  reactions  was 
small. 

Epidemiology  in  the  control  of  syphilis. 

Bull.  Genitoinfect.  Dis.,  Boston,  4:  3^, 

Feb.  1941. 

The  records  of  the  Massachusetts  De- 
partment of  Public  Health  furnish  the 
following  study  in  epidemiology : Case  1 
a 23-year-old  girl,  was  interviewed  by 
the  department’s  follow-up  nurse  for  her 
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lapse  in  treatments  for  gonorrhea.  The 
nurse  noticed  a rash  on  the  hands  of  the 
married  woman  who  lived  with  the 
patient,  and  the  husband  was  found  to 
have  a sore  throat.  Examination  con- 
firmed the  nurse’s  suspicion  that  this 
couple  had  syphilis. 

Case  I named  case  II  (a  30-year-old 
man)  as  the  probable  source  of  her  in- 
fection with  gonorrhea.  Case  II  was 
found  to  have  secondary  syphilis,  and 
case  I,  by  this  time,  had  developed  a 
syphilitic  rash  and  positive  serologic  re- 
actions. The  reconstruction  of  the  path 
of  infection  in  these  four  cases  of  early 
syphilis  was  not  difficult,  for  case  II  had 
had  intercourse  with  case  I and  also  the 
married  friend,  and  she,  in  turn,  had 
infected  husband. 

In  tracing  the  infection  of  case  II,  case 
III  was  found,  who  named  7 male  sexual 


contacts.  The  contacts  were  all  brougl 
to  medical  attention.  Case  A was  final) ' 
brought  to  medical  attention  in  Conne  < 
ticut;  case  B was  normal;  case  C had 
penile  lesion  and  admitted  exposing  -h 
“girl  friend”  but  she  was  found  to  1 | 
free  from  infection.  Cases  D and 
showed  no  infection.  Case  F show< 
primary  syphilis  but  there  were  no  co 
tacts.  Examination  of  case  G reveah 
that  he,  his  wife,  and  their  6-month-o 
child  were  all  infected. 

Therefore,  because  one  physician  hf 
requested  assistance  of  an  epidemiologi 
in  having  a patient  return  for  treatme 
of  gonorrhea,  10  cases  of  early  syphil 
were  discovered.  The  investigation  i 
volved  the  search  for,  interview  and  e 
amination  of  15  different  individual  , 
Wherever  gonorrhea  is  found,  the  pc 
sibility  of  syphilis  must  be  considered. 
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Preservation  of  the  Gonococcus  in  Frozen  Urines 

and  Broth 


MORRIS  S.  WORTMAN,  M.  S.,  AXEL  GRONAU,  M.  D., 
ROGERS  DEAKIN,  M.  D.,  and  FRANCES  LOVE,  A.  B. 


ITIONAL  tlierapy  and  successful  con- 
i of  gonococcal  infections  depend  to  a 
£?e  extent  on  the  accuracy  of  the  diag- 
i tic  method.  The  superiority  of  the 
rture  over  the  smear  in  the  diagnosis 
flgonori’hea  is  now  an  established  fact 
h 2,  3,  Jf). 

facilities  for  the  cultural  method  fre- 
B ntly  are  accessible  in  the  larger  cities 
hi  are  usually  lacking  in  smaller  com- 
mfities  and  rural  districts.  Under 
Use  circumstances  it  would  appear  that 
p gress  in  the  control  of  gonorrhea 
v ild  be  promoted  if  specimens  taken 
£nn  patients  with  gonorrhea  could  be 
tmsported  to  a district  or  central  lab- 
o tory  for  cultural  diagnosis  as  is  corn- 
ua today  for  stool  specimens  in  the  case 
o enteric  infections.  The  gonococcus  is 
norious,  however,  for  its  fastidiousness 
fi  l its  great  susceptibility  to  even  slight 
el  nges  in  its  environment.  This  is  prob- 
a y the  reason  that  no  satisfactory 
n:hod,  successful  as  a routine  measure 
f<  the  preservation  of  gonorrheal  speci- 
als during  transport,  has  yet  been 
d ised. 

n the  search  for  a suitable  method, 
o of  us  (Wortinan)  suggested  that  the 
sjcimens  might  be  frozen  rapidly  in  a 
future  of  dry  ice  and  95  percent  ethyl 
a ihol  and  then  preserved  in  a frozen 
s te  in  a container  packed  with  dry  ice. 
A ew  preliminary  and  successful  experi- 
mts  conducted  by  Wortman  and  Love 
^ h the  bacteriologie  work  done  by 
G>nau  encouraged  us  to  investigate  the 


rom  the  Department  of  Bacteriology, 
W;hington  University,  and  the  Washington 
bversity  Clinics,  St.  Louis,  Missouri,  in 
coeration  with  the  Missouri  State  Board 
ol  lealth. 
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feasibility  of  this  method  on  a somewhat 
larger  scale. 

METHODS 

The  routine  procedure  for  culturing 
gonorrheal  specimens  in  this  laboratory 
has  been  described  in  an  earlier  paper 
(4)  and  only  brief  reference  to  this  pro- 
cedure will  be  made  here : 

Routine  method. — The  urethral  dis- 
charge of  male  patients  with  gonorrhea 
was  collected  on  a sterile  swab  which 
was  then  immersed  in  a serologic  test 
tube  containing  1.5  cc.  of  infusion  broth. 
Subsequently  the  specimen  was  plated 
out  on  a chocolate  agar  plate.  If  there 
was  no  discharge,  the  first  portion  of  the 
urine  was  collected  in  a sterile  centri- 
fuge tube.  The  sediment  was  taken  up 
on  a swab  after  centrifugation  and  trans- 
ferred into  a broth  tube.  A culture  was 
then  made  as  stated  above. 

In  female  patients  the  cervix  was  ex- 
posed by  means  of  a speculum,  avoiding 
the  use  of  lubricants.  A specimen  was 
taken  from  the  urethra  and  cervix  with 
a swab  which  was  then  immersed  in  a 
broth  tube  and  later  plated  out  as  de- 
scribed. 

Freezing  method. — (A)  Broths.  A 
routine  culture  was  made  from  the  dis- 
charge in  both  male  and  female  patients 
and  then  the  swab  was  placed  back  into 
the  broth  tube.  The  broth  tube  then  was 
immersed  in  the  freezing  mixture  of  dry 
ice  and  alcohol  ( temperature  about 
— 72°  C).  Freezing  occurred  in  about 
15  to  20  seconds.  The  specimens  were 
transferred  when  frozen  to  a thermos 
bottle  containing  dry  ice.  (B)  Urines. 
Urines  collected  in  sterile  15  cc.  centrifuge 
tubes  were  frozen  by  immersing  the 
tubes  in  the  freezing  mixture.  Freezing 
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occurred  in  about  1%  to  2 minutes.  The 
tubes  were  transferred  after  freezing  to 
a thermos  bottle  containing  dry  ice.1 

Both  the  discharge  in  the  broth  tube 
and  the  first  portion  of  the  urine  (con- 
taining suspended  discharge)  from  most 
of  the  male  patients  were  frozen.  This 
was  done  to  compare  the  influence  of  these 
two  environments  on  the  survival  of  gon- 
ococci in  the  specimens. 

In  the  cases  in  which  there  was  no  dis- 
charge the  first  portion  of  the  urine  was 
divided  into  two  parts,  one  to  be  used  for 
routine  culturing,  the  other  for  freezing. 

Specimens  were  kept  in  a frozen  state 
between  24  and  55  hours  before  being  cul- 
tured. They  were  thawed  by  immersion 
in  water  of  room  temperature  and  cul- 
tured as  described  above.  All  cultures 
were  incubated  in  an  atmosphere  of  10 
percent  carbon  dioxide  at  a temperature 
of  36°  C.  It  is  essential  that  the  choco- 
late agar  plates  used  for  the  culture  of 
frozen  specimens  be  very  fresh,  not  older 
than  1 or  2 days  at  the  most.  Care  must 
be  taken,  also,  to  insure  that  specimens 
will  remain  frozen  until  they  are  ready 
for  culturing.  It  might  be  advisable  to 
extend  incubation  of  the  plates  to  3 days 
instead  of  the  usual  2,  since  in  a number 
of  instances  the  lag-period  of  growth 
apparently  was  lengthened. 

RESULTS 

Males. — The  specimens  of  69  male  pa- 
tients were  shown  to  contain  gonococci 
by  routine  culture.  Portions  of  these 
same  specimens  were  subjected  to  the 
freezing  procedure.  The  frozen  speci- 
mens were  thawed  24  hours  later  (in 
some  instances  as  much  as  48  to  55  hours 
later)  and  plated  out  as  described.  Gon- 
ococci were  cultured  in  routine  fashion 
from  62  of  the  69  male  patients.  In  48 
of  these  62  patients  the  discharge  in  the 
broth  tube,  as  well  as  the  first  portion  of 
the  patient’s  urine,  were  frozen;  in  the 
remaining  14  patients,  only  discharge  in 
the  broth  tube  was  frozen. 


1 The  95-percent  alcohol  used  in  the  freez- 
ing may  be  used  repeatedly  until  diluted  too 
much  by  the  absorption  of  moisture. 


The  cultures  of  61  of  the  62  frc 
discharges  were  positive  while  only 
failed  to  grow.  The  cultures  of  42 
the  48  frozen  urines  were  positive, 

6 were  negative.  Of  these  6 failure 
occurred  on  the  same  day. 

There  were  six  patients  who  had 
discharge  when  the  urine  was  subje< 
to  freezing.  The  cultures  of  three  v 
positive,  and  three  were  negative. 

One  patient  had  an  acute  gonoco« 
prostatitis.  The  prostatic  fluid  obtai 
after  massage  was  frozen  in  the  us 
manner  and  cultured  24  hours  later.  1 
culture  was  positive. 

Females. — The  cervical  specimens  o: 
female  patients  were  shown  to  coni 
gonococci  by  routine  culture;  these 
vical  specimens  in  the  broth  tubes  v 
frozen  at  the  same  time  that  the  rou 
culture  was  made.  The  cultures  of 
of  the  16  frozen  specimens  were  posi 
while  2 were  negative. 

A swab  of  the  cervical  exudate  f: 
one  female  patient  was  placed  in  a s 
logic  tube  containing  the  patient’s  ui 
instead  of  broth.  This  was  frozen 
the  usual  manner  and  cultured  24  hc'i 
later.  This  culture  was  positive. 

A higher  percentage  of  the  culture; i| 
the  frozen  specimens  probably  would  b 
been  positive  if  it  had  not  been  ne> 
sary  to  use  the  same  swab  twice — for 
routine  culture  first  and  then  a sec 
time  for  the  freezing  procedure.  Mud 
the  discharge  collected  on  the  swabs  1 f. 
removed  when  they  were  used  at  the  lit 

time  for  the  inoculation  of  the  rouie 

■ 

plates,  and  only  what  was  left  on  e 
swabs  could  be  used  for  the  frees? 
experiments. 


■ 


DISCUSSION 


I 


This  series  of  experiments  is  limit, 
and  we  are  aware  that  no  definite  <>■ 
elusions  can  be  reached  yet  as  to  the  pifi 
ticability  of  the  freezing  method  for 
serving  gonococci  in  specimens  dui? 
transport.  The  results  obtained  so  1 
with  this  method,  however,  seem  to  ;!• 
tify  an  investigation  on  a larger  s<e 
than  is  possible  in  a single  laborati  '■ 1 
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[>  freezing  method  might  be  found  to  be 
iagnostic  help  particularly  in  the  diag- 
iis  of  gonorrhea  in  female  patients, 
ire  the  microscopic  examination  of 
ars  frequently  fails. 

SUMMARY 

method  has  been  described  for  pre- 
ying gonorrheal  specimens  during  the 
e which  might  be  required  for  trans- 
t of  a suspected  exudate  to  a distant 
iratory  for  culture. 
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Treatment  of  Gonorrhea  in  the  Male  with 
the  Sulfonamides 


1M.  ELLIOTT,  M.  D.,  Director;  DALE  W.  IMUS,  R.  N.,  Chief  Nurse,  Men’s 
enereal  Disease  Division,  Los  Angeles  City  Health  Department;  and  B.  H. 
ILVER,  M.  D.,  University  of  Southern  California  School  of  Medicine. 


1 LFANILAM I DE  was  introduced  in 
1 treatment  of  gonorrhea  in  1936.  The 
I:  two  years  were  devoted  largely  to 
b erimentation  and  research  into  its 
fiency  and  toxicity,  whereas  since 
much  time  has  been  devoted  to  a 
p:ch  for  improvements  on  the  original 

■ pound  and  the  standardization  and 
faonalization  of  its  use.  Nothing  of 
Bortance  has  been  noted  during  the 
aer  period  to  alter  conclusions  gained 
nhe  first  2 years  insofar  as  the  use  of 
% anilamide  itself  is  concerned.  Two 
a compounds  have  been  added  to  the 
nonamide  series  which  seem,  on  the 
fe  s of  published  reports  and  from  our 
•v  experiences,  to  offer  greater  thera- 
Klc  efficiency  and  lesser  degrees  of  tox- 
f t.  These  drugs  are  sulfapyridine  and 
in  athiazole. 

■ ore  than  5,000  males  with  gonorrhea 
tel  been  treated  at  the  Los  Angeles 
ji  Health  Department  with  some  form 
•f  ;ulfonamide  therapy  during  the  past 
Liars.  Our  first  report  in  1938  pub- 
is id  by  the  Journal  of  the  American 
■|  ical  Association,  concerned  itself  with 
mnalysis  of  1,620  cases.  The  present 
lair  relates  primarily  to  792  proven 
o d cases  selected  from  a group  of  2,222 


cases  because  they  remained  under  our 
supervision  a sufficient  length  of  time 
to  enable  us  to  perform  certain  tests  of 
cure,  including  prostatic  cultures.  The 
remaining  1,430  cases  had  similar  therapy, 
but,  for  various  reasons,  did  not  complete 
the  tests  of  cure,  including  cultures. 

The  results  obtained  in  the  total  of 
2,222  cases  under  treatment  with  sul- 
fonamides between  December  15,  1938 
and  July  1,  1940  are  as  follows : 


Tested  cures 792 

Presumptive  cures 447 

Symptoms  last  visit 159 

Observed  less  than  5 days 824 


Total 2,222 


The  first  group  of  792  tested  cures  is  the 
basis  for  the  analysis  in  figures  1,  2,  3, 
and  4,  while  the  combined  447  and  159 
cases  in  the  two  succeeding  groups  form 
the  basis  for  figure  5.  Iu  the  addendum 
is  indicated  the  outcome  in  356  additional 
cases  which  were  treated  with  sulfathia- 
zole  and  which  came  under  treatment 
between  July  1,  1940  and  October  15,  1940. 

The  optimum  dosage  for  sulfanilamide 
has  been  fairly  well  established.  With 
few  exceptions,  the  following  dosage 
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schedule  has  been  followed  in  this  series : 
20  grains  4 times  daily  for  2 days,  15 
grains  4 times  daily  for  5 days,  and  10 
grains  4 times  daily  for  2 days.  The 
optimum  dosage  for  sulfapyridine  and 
sulfathiazole  has  not  been  as  definitely 
established.  The  dosage  for  these  drugs, 
as  used  in  this  series,  was  4%  grams 
divided  into  three  doses  for  the  first  and 
second  days,  followed  by  3 grams  di- 
vided into  three  doses  for  the  next  4 
days.  This  period  may  be  extended  to 
10  or  14  days.  A second  course  was 
usually  prescribed  for  recurrent  cases. 
The  initial  dose  should  be  large.  The 
use  of  the  maximum  tolerable  dosage 
might  be  indicated  in  a patient  with 
severe  metastatic  extensions  of  the  dis- 
ease, such  as  arthritis,  but  similar 
amounts  are  not  warranted  in  a simple 
urethritis  where  the  only  point  at  stake 
is  the  duration  of  the  discharge.  Prac- 
tically all  favorably  influenced  cases  were 


Total  Cases  - 792 

Figure  1. — Proportion  of  cures  and  failures 
after  sulfonamides  alone  among  792  male 
patients  cured  of  gonorrhea  (Los  Angeles 
City  Health  Department,  1939-1940). 
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Symptom-free  during  the  first  24  hour;# 
treatment.  Figure  2 illustrates  the  eifl 
parative  therapeutic  efficiency  of  e 
three  sulfonamide  compounds  on  e 
above-mentioned  dosage  schedule. 

The  side  reactions  vary  in  quantity  d; 
quality.  Symptoms  range  from  very  n <1 
or  practically  negligible  ones  to  tie 
that  are  very  severe  and  sometimes  fa  1, 
showing  involvement  of  practically  Hi 
body  systems  separately  or  in  varis 
combinations.  Sulfapyridine  may  exhit 
a higher  toxicity  than  sulfanilamide  w n i 
used  in  the  large  doses  necessary  for  e 
control  of  the  pneumonias,  but  this  is  it 
true  of  the  smaller  doses  advised  in  e 
treatment  of  gonorrhea.  Mild  gasi- 
intestinal  upset  appears  most  frequeiy 
with  the  use  of  sulfapyridine.  Ohr 
disturbing  symptoms  such  as  dizzins, 
dyspnea,  paresthesias,  chill-fever-r  !i 
syndromes,  accompanying  sulfanilan  e 
are  less  frequent  in  sulfapyridine  them. 
We  met  with  practically  no  undesir;  e 
side  reactions  in  the  use  of  sulfa thiazt 
though  such  reactions  are  definitely  a n- 
sibility.  Oliguria,  hematuria,  loin  pas 
and  anuria  appear  occasionally  with  e 
use  of  sulfapyridine.  Our  series  was  s 
companied  by  an  astonishingly  low  ;• 
quency  of  severe  side  reactions.  Fige 
3 illustrates  this  point.  We  might  4 
here,  that  50  mg.  of  nicotinic  acid 
prescribed  30  to  60  minutes  prior  to  eh 
dose  of  sulfapyridine.  This,  we  belH 
accounts  for  the  low  incidence  in  s 
series  of  gastro-intestinal  upsets,  o 
such  precautions  were  resorted  to  in  l! 
use  of  sulfathiazole. 

The  sulfonamides  are  excreted  by  e 
kidneys.  Inadequate  renal  function  e 
to  Bright’s  disease  or  obstructive  urd- 
tliies  would,  perhaps,  result  in  danger^ 
blood  levels  if  the  usual  dosage  scbedns 
were  followed.  Dosage  in  patients  v h 
renal  disease  must,  therefore,  be  regula.4 
by  blood  level  determinations.  Fo a- 
nately,  since  gonorrheal  infections  vi- 
ally  occur  in  youths  and  otherwise  heal  i 
individuals,  such  lesions  are  rare.  -- 
cause  of  l?.ck  of  facilities,  complete  bl  d 
counts  and  hemoglobin  estimations  v‘e 
not  done  routinely  except  in  those  «!S 
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Sulfanilamide  Sulfapyridine  Sulfapyridine  Sulfathiazol 


om. 

y aft 

failur 
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jure  2. — Proportion  of  cures  and  failures  after  each  of  the  indicated  types  of  treatment  (in 
25  cases  the  type  of  sulfonamide  used  was  not  known)  among  792  male  patients  cured  of 
;onorrhea  (Los  Angeles  City  Health  Department,  1939-1940). 


iisenting  signs  indicative  of  a toxic 
Site.  In  these  the  urine  was  also  exarn- 

i'd.  . 

In  determining  the  classification  of  side 
Hctions  as  they  are  reported  in  figure 
1 all  reactions  resulting  in  the  discon- 
t uance  of  the  drug,  regardless  of  se- 
Vity,  are  classed  as  severe  side  reac- 
I ns.  The  mild  reactions  include  only 
lose  cases  in  which  the  subjective  eom- 
1 lint  could  be  confirmed  by  at  least  one 
(jective  sign  such  as  pallor,  dyspnea, 
<rk-colored  urine,  and  cyanosis.  In  no 
i dance  did  any  of  the  cases  under  obser- 
'tion  in  this  series  require  hospitaliza- 
tn,  nor  was  there  any  doubt  as  to  the 
(tcome  of  the  toxic  state  in  question. 
Figure  4 shows  an  analysis  of  the  vari- 
es intervals  between  admission  and  dis- 
tssal  and  includes  such  items  as  dura- 
*n  of  sulfonamide  therapy,  intervals 


between  cessation  of  symptoms  and  start 
of  cure  tests,  and  intervals  extended  to 
culture  and  to  dismissal  of  patient.  Of 
interest  also  is  the  ratio  indicated  by  the 
figures  for  syphilis  which  remained  about 
the  same  throughout  the  series. 

On  the  basis  of  the  792  cases  followed 
until  cured  plus  the  606  cases  in  figure 
5 which  were  observed  5 days  or  more, 
sulfa thiazole  would  appear  to  be  the  drug 
of  choice.  Its  therapeutic  efficiency  on 
the  basis  of  these  1,398  cases  appears  to 
be  greater  than  sulfanilamide,  but  slightly 
less  than  sulfapyridine,  and  on  the  basis 
of  the  792  cases  followed  until  cured  its 
toxicity  appears  to  be  lower  than  that  of 
either  of  these  other  drugs. 

Management  of  gonorrhea  in  the 
male. — Diagnosis  is  based  upon  a positive 
smear  (using  the  Gram  stain)  and  careful 
examination  of  the  patient  to  determine 
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the  extent  and  severity  of  the  infection. 
The  two-glass  test  is  used  in  all  cases. 
An  attempt  is  made  to  treat  every  patient 
on  his  first  visit  to  the  clinic.  Sulfathi- 
azole  is  the  drug  presently  used  with  dos- 
age as  recommended  above.  Oral  and 
printed  instructions  relating  to  the  use  of 
drug,  hygiene,  and  diet  are  given  the  pa- 


Figure  3. — Proportion  of  patients  having  side 
reactions  after  treatment  with  the  sulfo- 
namide indicated  (in  25  cases  the  type  of 
sulfonamide  was  unknown),  of  792  male  pa- 
tients cured  of  gonorrhea  (Los  Angeles  City 
Health  Department,  1939-1940). 

tient.  He  is  urged  to  return  to  the  clinic 
at  least  three  times  each  week  at  which 
time  he  is  questioned  and  examined  for 
untoward  signs  and  is  given  local  treat- 


ment during  the  first  10  days  of  his  di 
ease.  If  toxic  symptoms  are  present,  tl 
drug  is  either  discontinued  or  the  dosaf 
reduced,  depending  on  the  severity  of  tl 
symptoms.  Blood  counts  and  urine  ana 
yses  are  made  on  all  such  cases.  The  u: 
of  anterior  urethral  instillations  of  mi 
silver  proteinate  or  neutral  acriflavine 
optional.  At  the  clinic,  mild  solutioi 
(1:6,000)  of  potassium  permangana 
are  used.  The  use  of  gonococcal  vaccin 
to  stimulate  antigenic  response  is  al: 
optional.  In  anteroposterior  infection 
the  prostate  gland  is  massaged  fairly  vi 
orously  48  to  72  hours  after  starting  si 
fonamides.  The  patient  must  be  hone 
in  taking  drugs  as  prescribed  to  insu 
the  safety  of  this  procedure.  The  ma 
sage  is  followed  by  deep  irrigations 
warm  potassium  permanganate  solutio 
In  obstinate  prostatic  infection  the  glai 
may  be  massaged  every  other  day. 
careful  search  should  be  made  for  i 
nondraining  foci.  These  must  be  opem 
and  drained  as  indicated.  In  exceptio 
ally  stubborn  cases  a change  may  be  mai 
to  1 : 2,500  silver  nitrate  anterior  irrig 
tion  daily  and  1 : 500  solution  of  silv 
nitrate  instilled  posteriorly  with  a si 
woven  acorn-tip  posterior  urethral  i 
stillator. 

Tests  of  cure. — There  is  a defini 
danger  of  too  early  dismissal  of  the  p 
tient  due  to  the  early  clearance  of  sym 
toms.  This  naturally  tends  towar 
latency  in  infection  and  increases  tl 
hazards  of  the  carrier  problem.  Tb 
may  be  avoided  in  great  part  by  close  a 
herence  to  the  tests  for  cure.  Our  ro 
tine  is  as  follows : 

1.  Routine  massage  of  the  prosta 
gland  one  week  after  abatement  of  e 
clinical  signs  of  gonorrhea.  This  shou 
be  repeated  if  the  secretion  obtained  co 
tains  more  than  10  pus  cells  per  hif 
power  field  or  if  the  Gram  stain  revea 
gonococci. 

2.  Four  days  later,  sounds,  beginnii 
with  a size  20,  are  passed  into  the  po 
terior  urethra. 
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LONGEST 

SHORTEST 

3 

g 

MOST 

LEAST 

MEAN 

RECURRENCES  AND  RE-INFECTIONS 

Days  duration  of 
Sulfonamide  treatment 

V 

2 

8.2 

Days  symptom  free 
to  1st  cure  test 

166 

1 

10.5 

Days  from  cessation 
of  drug  to  culture 

166 

1 

14.9 

Number  of  visits  for 
observation  or  treatment 

57 

6 

16.5 

Number  of  days  from 
admission  to  dismissal 

224 

19 

59.3 

Number  of  recurrences 
after  neg.  culture 

2 cases  - no  reliable  reinfection 
data 

Number  of  re-infections 

30  cases*-  highly  probable  from 

history  and  exposure  data. 

* (If  included  in  this  series  are 

- 1 classified  as  new  cases) 

Syphilis  diagnosed  while 
under  G.  C.  treatment 

34 

Syphilis  diagnosed  prior 
to  G.  C.  treatment 

31 

Admitted  and  dismissed 
(Serology  negative) 

727 

Total 

792 

I 


iSDRB  4. — Recurrences,  reinfections,  and  time-interval  analysis  of  a group  of  702  male  patients 
treated  with  sulfonamides  and  cured  of  gonorrhea. 
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Sulfanilamide  Sulfapyridine 


Presumptive 

Cure 

Failed 

346 

138 

71. 5# 

28. 5% 

Tot. 484 

Presumptiv 

Cure 

e Failed 

72 

15 

82.856 

17.256 

Tot.  87 

LEGEND: 

Presumptive 

Cure* 


Failed** 


Clinically 
symptom  free 
last  visit. 

:W ith  clinical 
symptoms  last 
visit. 


Sulf athiazol 


Presumptive 

Cure 

Failed 

29 

6 

82. 956 

17. 156 

Tot.  35 

gore  5. — Proportion  of  patients  presumably  cured  and  patients  not  cured  in  a group  of  600 
male  patients  treated  with  the  sulfonamide  indicated  and  given  incomplete  tests  of  cure 
observed  for  5 days  or  more. 
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3.  One  week  later,  if  no  symptoms  have 
developed  during  the  interim,  the  pros- 
tate is  once  again  massaged  before  the 
patient  voids.  A few  drops  of  the  pros- 
tatic fluid  are  collected  in  a culture  tube 
of  broth  and  cultured.  One  negative  cul- 
ture, and  3 weeks  of  observation,  during 
which  period  there  must  be  no  recurrence 
of  clinical  signs  or  symptoms,  are  re- 
quired before  a patient  is  dismissed  as 
cured.  If  facilities  for  culture  are  not 
present,  it  is  wise  to  extend  the  period 
of  observation  to  a 3-month  period. 

General  rules  followed  in  the  manage- 
ment of  gonorrhea  in  the  male. — Under 
no  circumstances  shall  any  cotton,  cloth, 
bags,  or  paper  of  any  nature  be  placed 
over  the  end  of  or  around  the  penis. 
This  ban  may  include  tbe  tight-fitting 
jock  strap  and  the  jockey-shorts.  Inas- 
much as  discharge  is,  in  general,  promptly 
controlled  and  as  the  sulfonamides  do  not 
work  satisfactorily  in  the  presence  of 
obstructions  to  free  drainage,  soiling  of 
the  patient’s  clothing  should  be  tolerated 
temporarily.  We  have  no  objection  to 
the  use  of  the  so-called  “butterfly”  dress- 
ing. Diet  is  of  secondary  importance. 
Any  food  which  is  irritating  to  the  mouth 
Will  probably  find  a similar  response  in 
the  urethra.  Rest,  continence,  and  ab- 
stinence are  always  indicated. 


ADDENDUM 


■ 


Results  of  Sulfathiazole  Therapy  in  Si 
Cases  of  Gonorrhea  in  Men , Los  Angel , 
City  Health  Department,  July  1,  191,  \ 
to  October  15,  191,0 


Numb 
of  cas i 


Tested  cures : 

Cultures  negative 1! 

No  cultures  made 1 

Symptomatic  cures,  no  cultures  or 

other  tests  made 

Improved  but  not  cured 

No  results,  failures 

Toxic  reactions  from  drug : 

Mild 1 

Severe  1 

Treated  previously  with  sulfanil- 
amide unsuccessfully,  cured  with 

sulfathiazole 67 

Treated  previously  with  sulfapyri- 
dine  unsuccessfully,  cured  with 

sulfathiazole 7 

Treated  previously  with  both  sulf- 
anilamide and  sulfaypridine  un- 
successfully, cured  with  sulfa- 
thiazole  6 

Failed  on  all  sulfonamides 8 

Required  two  or  more  courses  of 

sulfathiazole  for  cure 2 

Treated  with  sulfathiazole  but  ob- 
served less  than  5 days 


Total 3! 


Case-Finding  with  Gonorrhea  Patients  in  a Clinic 
for  Venereal  Diseases 


EDGAR  C.  BALDOCK,  B.  A.  (New  Zealand)1 


MR.  B.  COMES  into  the  social  worker’s 
office  after  having  seen  the  doctor.  His 
infection  has  been  diagnosed  as  gonor- 
rhea. He  has  just  been  advised  of  this 
and  given  the  first  of  his  treatment.  He 
is  still  distressed  and  worried  and  doubt- 
less feels  ashamed  of  his  infection.  His 
main  thought  is  to  take  the  advice  of  the 
physician  and  to  carry  out  the  treatment 
as  advised  with  a sincere  resolution  to 


1 Graduate  work  at  State  University  of 
Iowa  and  Washington  University,  St.  Louis. 


get  well  as  speedily  as  possible.  Hoi 
ever,  his  infection  is  a communicable  on 
He  has  contracted  it  from  another  perso 
Because  of  the  symptomless  incubatic 
period  he  may  have  already  infected  ; 
third  person.  The  preservation  of  tl 
public  health  necessitates  the  obtainii 
of  information  concerning  contacts, 
the  spread  of  gonorrhea  is  to  be  lessen* 
and  eventually  halted,  this  informatic 
must  be  obtained  as  soon  as  possibl 
But  the  method  of  infection  is  by  intima 
personal  contact.  For  years  venereal  di 


202 


Venereal  Disease  Information,  June  19 


Be  and  sex  have  been  taboo.  The  pa- 
tit,  sharing  the  attitudes  which  make 
^ the  suppression  of  all  information 
I. ling  with  these  two  subjects,  is  little 
ii  lined  to  disclose  his  personal  knowl- 
B;e  concerning  his  particular  situation. 
Ere  then,  is  a difficult  and  delicate  situ- 
Bin.  It  is  part  of  the  work  of  the  in- 
:>  newer  to  cope  with  it. 

Keasons  for  case  finding. — Why  should 
:)  delicate  situation  above-mentioned 
jjcern  the  public  health  worker?  The 
lin  reason  is,  of  course,  the  protection 
) the  health  of  the  public.  Could  we  al- 
i unsuspecting  innocent  persons  to  suf- 
|?  What  about  the  health  of  the  wife 

* ise  husband  has  “stepped  out.”  Should 
:)  small  sister  contract  vulvovaginitis 
) ause  her  youthful  brother  did  not  wish 
(disclose  to  his  parents  that  he  had 
fiide  a mistake.”  These  are  some  of 
J reasons  why  the  social  worker  in  the 
r.ereal  disease  clinic  must  trace  the 
) ient’s  contacts. 

'here  is  a further  reason,  namely,  the 
L’overy  of  the  sources  of  infection. 
Ere  we  are  confronted  by  a boomerang 
nation.  The  patient  must  he  inter- 
J wed  in  case  he  has  had  contact  with  a 
) stitute,  because  she  can  be  the  source 
>:  so  much  disease.  We  must  control 
institution  so  that  in  the  future  there 
Hi  be  need  for  less  and  less  contact  ex- 
l ination.  Prostitution  is  the  evil  smell- 
i swamp  in  which  the  public  health 
i iy  bogs  down.  It  must  be  drained 
Hi  cleared.  In  the  meantime,  contact 
imination  may  help  in  some  measure 
do  this. 

1 bstacles  encountered  in  contact  inter- 
filing.— As  has  already  been  stated,  in- 
tiewing for  contacts  is  a delicate 
r -ter.  Every  social  worker  knows  that 
:1  client  seeks  his  assistance  because  of 
><ie  difficulty  which,  for  the  moment,  ap- 

* rs  to  be  overwhelming.  In  the  case  of 
1 patient  in  the  venereal  disease  clinic 
i'  loes  not  even  have  the  option  of  seek- 
r advice  or  help.  He  finds  himself  fac- 
r a person  whose  aim  is  to  obtain  from 
1 details  of  a most  intimate  nature. 
Maay  not  be  out  of  place  to  mention  at 

point  that  in  the  clinic  where  the 
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writer  works,  the  patient  is  seen  on  his 
first  visit,  in  the  first  instance,  by  a social 
worker.  It  is  recognized  that  the  patient 
comes  to  the  clinic  because  he  has  an 
infection  concerning  which  he  is  greatly 
perturbed.  He  comes  seeking  a cure. 
Yet,  despite  this  fact,  it  is  felt  that  a few 
moments  spent  with  the  worker,  who  later 
carries  out  the  contact  interview,  will 
result  in  cooperation  and  in  the  preven- 
tion of  future  delinquency  from  treat- 
ment. It  is  the  first  step  in  the  establish- 
ment of  rapport  between  patient  and 
worker. 

When  some  of  the  difficulties  which 
arise  during  the  contact  interview  are 
considered,  the  effect  on  the  patient  of 
the  period  of  waiting  prior  to  examination 
should  not  be  overlooked.  Patients  fall 
into  conversation  with  one  another.  All 
types  of  men  are  to  be  seen  in  the  wait- 
ing room.  We  find  the  callow  youth  hid- 
ing his  distress  under  a cloak  of  bravado, 
trying  to  give  the  impression  that  he 
knows  all  about  the  venereal  diseases  but 
inwardly  craving  for  knowledge.  Per- 
haps next  to  him  sits  a “repeater,”  we 
call  him  this  for  want  of  a better  word. 
His  chart  reads,  “Admitted  . Dis- 
charged   . Readmitted  . Dis- 
charged   .”  The  possible  trend  of  the 

conversation  may  easily  he  imagined. 

During  this  period  of  waiting  the  sit- 
uation is  in  process  of  being  defined  for 
the  new  patient.  Tennyson  wrote  in 
Ulysses,  “I  am  part  of  all  that  I have 
met.”  It  is  here  that  the  value  of  the 
preliminary  interview  with  the  social 
worker  becomes  patent.  It  can  help  in 
the  defining  process.  It  is  possible  that 
from  this  period  of  waiting  later  difficul- 
ties in  the  contact  examination  may  de- 
rive. The  youth  sitting  next  to  the  pa- 
tient who  “has  his  woman”  may  lend  a 
willing  ear  to  his  stories.  Because  this 
patient  would  not  dream  of  disclosing  the 
name  of  “his  woman”  he  may  influence 
the  young  man  to  attempt  to  act  similarly. 
But  this  is  but  one  of  the  difficulties 
which  the  interviewer  may  encounter. 
Let  us  list  a few. 

Resistance  to  the  interviewer  fre- 
quently arises  out  of  a feeling  of  guilt 
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or  shame.  Pelouze  has  brought  out  this 
fact.  He  has  shown  how  the  patient 
passes  through  several  phases  until  fin- 
ally he  loses  this  feeling.  How  often  are 
these  words  heard  from  the  new  patient, 
“This  will  never  happen  to  me  again. 
I am  ashamed  of  myself.”  Dr.  William 
Malamud,  formerly  Assistant  Director, 
Iowa  State  Psychopathic  Hospital,  in  his 
“Outlines  of  General  Psychopathology” 
draws  attention  to  the  fact  that  when 
there  is  a feeling  of  guilt  present  it  is 
frequently  associated  with  depression. 
This  appears  to  be  particularly  true  of 
many  gonorrhea  patients.  These  factors 
often  create  a barrier  which  the  inter- 
viewer must  hurdle. 

Some  patients  possess  a feeling  of 
honor,  an  honorable  but  misplaced  idea 
that  the  sexual  partner  must  be  pro- 
tected. I have  noted  that  even  when  the 
source  of  infection  is  a prostitute,  the 
patient  is  reluctant  to  disclose  identify- 
ing information.  It  may  not  be  untrue 
to  state  that  some  patients  regard  pros- 
titutes with  what  may  almost  be  termed 
affection.  This  refusal  to  disclose  in- 
formation springs  in  part,  no  doubt,  from 
the  disinclination  on  the  part  of  the  pa- 
tient to  get  the  girl  into  trouble  with 
the  police. 

One  difficulty  arises  from  the  well- 
known  fact  that  liquor  and  the  venereal 
diseases  so  often  form  part  of  the  same 
picture.  The  patient  in  these  cases  can- 
not give  information  because  his  knowl- 
edge is  insufficient.  Doubtless  some  pa- 
tients use  this  fact  to  enable  them  to 
escape  giving  information.  Nevertheless 
there  is  little  doubt  that  when  the  patient 
says  “I  was  out  on  a binge  the  other 
night”  he  really  was.  Still,  it  is  marvel- 
ous what  information  may  finally  be 
obtained  from  such  a patient  in  a series 
of  interviews. 

Some  patients  resent  the  interview  as 
an  unwarranted  interference  with  their 
private  lives.  It  is  possible  that  this 
feeling  is  bound  up,  to  some  extent,  with 
the  moral  issue  which  the  patient  does 
r.ot  wish  to  face  or  acknowledge.  This 
difficulty  is  closely  allied  to  the  next 
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which  we  may  term,  perhaps  incorrec 
“stubbornness.” 

I have  met  with  surprisingly  few  ca 
of  stubbornness.  It  is  possible  that  I m 
conscious  factors  enter  the  situati 
Some  trait  in  the  personality  of  the  inn  p 
viewer  which  may  relate  to  a simi  til 
trait  in  a despised  person,  may  be  j a 
cause.  On  occasions  the  patient  may  j( 
that  he  is  in  a subordinate  position  in  I 
interview  situation,  despite  the  fact  t ; 
this  is  not  really  the  case.  Sometimeil 
is  associated  with  the  desire  to  protj  :• 
the  girl.  Of  the  few  cases  of  stubboj  s 
ness  which  I have  encountered,  it  m't 
be  admitted  that  little  success,  in  sp 
of  changes  of  approach  or  of  leaving  i 
matter  for  a time,  has  been  obtain  i 
One  case  comes  to  mind,  that  of  a pati  il 
who  came  into  the  office,  sat  down,  c<i 
menced  to  strum  his  fingers  on  the  d 
and  regarded  the  interviewer  with  a 
truculent  stare.  The  situation  suggesl 
the  influence  of  “the  waiting  room  peril  "1 
previously  mentioned.  Despite  all  effca 
on  the  part,  not  only  of  the  worker  I ; 
of  two  physicians,  to  overcome  this  a a 
tude,  all  the  information  which  could  S:j 
obtained  was  two  names.  Study  of  11 
type  of  patient  with  a view  to  the  < 
covery  of  the  causes  of  and  treatment  I 
such  an  attitude  would  prove  of  vai 
The  fact  that  the  trouble  may  lie  w 
the  interviewer  is  not  disregarded. 

Possible  future  marital  difficulties  nj 
complicate  the  situation.  The  eldef 
man  whose  wife  has  for  some  time  h 
frigid  towards  him,  the  husband  wh 
wife  has  been  away  for  a few  days  rH 
who  “picked  up”  a girl  or  who  visited* 
house”  with  his  friends  are  in  conside- 
ble  trepidation  now  that  they  are  infect! 
especially  if  the  man  has  since  had  sex  I ; 
relations  with  his  wife.  This  type  of  ■ 
tient  usually  is  only  too  willing  to  g? 
the  name  of  the  person  from  whom  i 
contracted  his  infection.  When  the  • 
cessity  for  the  examination  of  the  w> 
is  pointed  out,  the  trouble  begins. 

The  above  are  some  of  the  difficult  Si 
and  resistances  which  the  interviewer  • 
counters  in  the  gonorrhea  clinic.  T1  ’ I 
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)ly  equally  to  the  syphilitic  patient. 
iat  may  be  done  to  counteract  and 
reome  them  ? 

lids  and  methods. — Certain  conditions 
f prerequisite  to  successful  interview- 
with  patients  in  a venereal  disease 
iic  and  certain  procedures  are  useful  in 
[ling  with  these  patients.  Certain 
pat  might  be  termed)  physical  con- 
ions,  should  be  present.  Of  these,  pri- 
ly  is  probably  the  most  urgent.  More 
[n  once  have  I seen  a patient  glance 
[irehensively  towards  the  door  or  tran- 
i before  speaking.  Should  one  of  the 
I for  any  reason  have  to  enter  the 
le,  the  patient  will  in  most  cases  cease 
iking,  on  occasions  glancing  towards 
floor  until  the  intruder  has  gone, 
en  the  patient  feels  that  he  can  give 
mate  details  without  the  fear  of  being 
rheard,  he  is  more  willing  to  cooperate 
h the  interviewer. 

! mother  very  important  prerequisite  is 
I certainty  on  the  part  of  the  patient 
It  his  mind  is  at  rest  concerning  his 
l;ction  and  its  treatment.  If  for  any 
Ison  he  is  uncertain  on  any  point,  it  is 
lisable  to  have  him  see  the  doctor 
I in.  Assurance  on  this  point  means 
■iter  probability  of  cooperation  with 
i social  worker  in  contact  examination. 
! he  attitude  of  the  interviewer  is  ex- 
Inely  important.  It  may  be  stated  at 
p point  that  the  great  proportion  of 
le  patients  with  gonorrhea  have  ac- 
■:ed  it  premaritally  or  extramari tally, 
len  the  patient  realizes  that  the  ethics 
phe  situation  are  not  in  question,  when 
■ sees  that  the  interviewer  is  consider- 
n his  infection  purely  from  the  public 
pith  standpoint,  then  cooperation  is 
n e readily  forthcoming, 
i he  interviewer  should  link  this  atti- 
■U3  closely  to  the  pronouncement  that 
information  which  the  patient  gives 
absolutely  confidential.  When  the  pa- 
i«t  realizes  that  there  is  no  intention 
® :he  part  of  the  social  worker  of  dis- 
cing what  he  says  to  outside  agencies, 
ft!  he  is  usually  willing  to  help.  Allow- 
b the  patient  to  see  one  of  the  consent 
o is  which  the  clinic  uses  when  it  is  de- 
;ii  ble  to  acquaint  a worker  from  an  out- 


side agency  with  facts  concerning  his 
infection  frequently  proves  of  value,  even 
though  the  consent  form  applies  to  medi- 
cal facts  in  most  cases.  It  is  an  example 
of  the  educational  principle  that  the  con- 
crete example  is  more  effective  than  the 
abstract.  It  also  illustrates  the  psycho- 
logic fact  that  a person  is  reached  more 
effectively  through  more  than  one  sense 
and  that  most  persons  are  influenced  more 
through  one  of  the  senses  than  through 
the  others. 

The  importance  of  “face-saving” 
should  be  realized.  Most  clients  in  their 
relationships  with  social  workers  have 
at  one  time  or  other  the  need  for  this 
escape.  This  applies  particularly  to  work 
with  patients  in  a venereal  disease 
clinic.  It  should  be  recognized  as  basic 
that  at  the  first  interview,  if  the  patient 
is  under  particular  stress  and  strain, 
complete  information  should  not  be 
pressed  for.  Rather  should  he  be  al- 
lowed to  depart  with  the  feeling  that  if 
his  attitude  changes  he  is  at  liberty  to 
see  the  interviewer  at  any  time.  In 
many  cases  the  patient  soon  returns  or 
telephones  to  give  the  required  informa- 
tion. This  principle  would  appear  to 
contradict  that  which  states  that  imme- 
diate follow-up  of  contacts  is  essential. 
Is  it  not  better  to  wait  a little  while  and 
finally  be  placed  in  possession  of  the 
necessary  information  which  will  enable 
the  contact  to  be  found,  than  to  press 
and  harry  the  patient  until  his  coopera- 
tion is  lost? 

A further  aid  to  interviewing  is  the 
realization  on  the  part  of  the  patient  that 
the  interviewer  appreciates  the  social 
implications  of  the  situation  and  is  will- 
ing to  aid  him  to  cope  with  the  problem.2 

One  very  simple  but  extremely  effec- 
tive aid  to  interviewing  is  the  contact 
diagram  which  illustrates  by  means  of 
block  figures  and  connecting  lines  how 
infection  spreads  from  person  to  person. 
This  appeal  to  the  eye  is  extremely  ef- 


2 For  further  consideration  of  this  problem 
see  the  writer’s  condensed  report  in  the  June 
(1940)  issue  of  the  Bulletin  of  the  Provincial 
Board  of  Health  of  British  Columbia,  “Some 
Social  Effects  of  the  Venereal  Diseases.” 
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feetive.  It  may  frequently  alter  the 
whole  trend  of  the  interview  from  a hesi- 
tating to  a definitely  cooperative  stage. 

The  above  illustrates  in  a simple  way 
the  elements  in  the  contact-finding  in- 
terview. In  no  form  of  interview  would 
it  appear  that  the  saying  “make  haste 
slowly”  is  more  applicable.  Some  pa- 
tients find  no  difficulty  in  giving  the  re- 
quired information  in  a few  terse  sen- 
tences, others  must  be  permitted  to  take 
their  time ; some  must  be  helped  by  skill- 
ful questioning,  while  others  must  be 
prodded. 

These  few  thoughts,  the  result  of  ex- 
perience, have  been  set  down  in  the  hope 
that  others  may  benefit  and  in  turn  offer 
constructive  suggestions.  As  A.  C.  Ben- 
son said  in  his  essay,  The  Criticism  of 
Others,  “one  of  the  nearest  and  simplest 
of  duties  is  the  perception  of  others’ 
points  of  view,  of  sympathy,  in  no  limited 
sense.”  He  concludes,  “that  sympathy 
we  can  only  gain  through  looking  at 
humanity  in  its  wholeness.”  If  this 
point  of  view  is  not  sufficiently  percep- 
tive, at  least  it  may  suggest  efforts  on 
the  part  of  others  more  perceptive. 


DIAGNOSIS 


Diagnosis  and  treatment  of  the  venereal 

diseases.  Circular  Letter  No.  18.  War 

Med.,  Chicago,  1:  247-266,  Mar.  1941. 

An  outline  of  the  use  of  chemothera- 
peutic agents  in  the  treatment  of  infec- 
tious diseases  and  other  infections  as  rec- 
ommended by  the  Committee  on  Chemo- 
therapeutic and  Other  Agents  and  its 
Subcommittee  on  Infectious  Diseases  of 
the  Division  of  Medical  Sciences,  National 
Research  Council,  was  published  in  Cir- 
cular Letter  No.  18,  dated  December  5, 
1940.  Circular  Letter  No.  18,  containing 
an  outline  on  the  diagnosis  and  treatment 
of  venereal  diseases,  records  briefly  the 
opinions  and  recommendations  of  that 
committee,  as  prepared  by  its  Subcommit- 
tee on  Venereal  Diseases  and  approved  by 
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the  Committee  on  Chemotherapeutic  a 
Other  Agents. 

Because  of  the  rapid  development 
chemotherapeutic  agents,  it  is  likely  til 
some  of  these  recommendations  will  h£ 
to  be  modified  from  time  to  time.  C it 
tain  measures  other  than  chemothe  ■ 
peutic  are  described  where  appropria 
These  recommendations  are  published  i a 
a general  guide  for  medical  officers  a 
are  to  be  used  at  their  discretion,  w " 
due  consideration  of  all  other  facto 
which  may  be  presented  by  each  indi 
dual  case.  It  is  not  intended  that  tt  I is 
should  be  used  to  the  exclusion  or  negli 
of  other  indicated  therapeutic  or  nursi 
procedures. 

Syphilis  in  old  age.  L.  T.  Hilliard  a 

Brian  H.  Kirman.  .1.  Ment.  Sc.,  Li 

don,  87:  101-108,  Jan.  1941. 

Tooting  Bee  Hospital  is  the  only  li 
pital  in  England  devoted  entirely  to  sen 
dementia.  The  patients  consist  of  “c 
tified,”  or  old  patients  with  a chronic  pi 
chosis  transferred  from  other  mental  k 
pitals,  and  “uncertified,”  or  patients  ot 
the  age  of  70  when  they  became  menta 
ill  and  who  are  admitted  directly  to  To 
ing  Bee.  There  are, 2, 300  beds  at  the  h< 
pital,  and  the  average  age  of  the  patiei 
is  73  years  for  men  and  75  for  women. 

The  blood  of  all  male  patients  admitt 
during  1936,  1937,  and  1938  (except  t 
those  wdio  refused  or  who  died  before  t 
investigation  was  carried  out)  was  t 
amined.  Out  of  701  patients,  69  ( 10  pi 
cent)  had  either  a positive  Wasserma 
and/or  Meinic-ke  reaction ; 108  cases  wt 
not  tested.  A group  of  100  cases  wi 
abnormal  serums  was  then  examined 
more  detail,  including  the  spinal  flu 
Among  the  64  nonc-er tified  cases  8 (31 
percent)  had  an  abnormal  cerebrospii 
fluid  finding ; this  is  about  1.5  percent 
the  520  noncertifiqd  patients  admitt 
during  this  period. 

There  were  29  patients  with  a negati 
Wassermann  test  and  a positive  paral 
test  as  compared  with  20  patients  wi 
both  tests  positive.  It  is  not  likely  tb 
the  patients  with  the  negative  Wassi 


Venereal  Disease  Information , June  It 


linn  test  had  had  treatment  sufficient  to 
lider  the  Wassermann  reaction  nega- 
te. It  is  possible  that  these  patients 
Ire  had  active  syphilis  but  have  under- 
lie a spontaneous  cure.  The  third  pos- 
liility  is  that  the  positive  Meinicke  test 
Ime  does  not  necessarily  signify  syphilis, 
It  some  modification  has  taken  place  in 
11  age  which  results  in  a positive  Mein- 
j;:e  test. 

jiMany  of  the  patients  showed  signs 
^liich  in  younger  persons  might  be  taken  as 
f idence  of  syphilis ; in  elderly  people  the 
i erpretation  of  these  signs  is  difficult. 
1 the  physical  signs  are  interpreted  with 
l.s  reservation  in  mind,  relatively  few 
c these  patients  had  active  lesions  ascrib- 
ile  to  syphilis.  In  7 out  of  the  8 cases 
\tli  positive  spinal  fluid  findings,  how- 
ter,  there  were  findings  which  were  com- 
I tible  with  a diagnosis  of  general  paral- 
3 is  of  the  insane.  The  authors  feel  that 
tis  group  affords  evidence  in  favor  of 
itine  lumbar  puncture  on  all  cases  with 
positive  Wassermann  reaction,  for  the 
s of  malaria  years  earlier  might  have 
wented  their  breakdown.  Apart  from 
is  group  there  are  only  7 noncertified 
tients  with  serious  lesions  definitely 
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:ributable  to  syphilis 
Itients  with  obvious  gross  lesions,  or 
ircent  of  all  noncertified  cases. 

■Results  at  Tooting  Bee  show  that  in- 
f tion  with  syphilis  is  by  no  means  in- 
(npatible  with  the  attainment  of  a ripe 
(1  age.  One  of  the  patients  was  a 
sunan  who  was  100  years  old  and  had  a 
s ongly  positive  Wassermann  reaction. 
1 is  not  possible  to  say  why  the  patients 
llcessfully  resisted  the  infection  so  long, 
It  there  are  clearly  two  possible  fac- 
t's— the  patient  and  the  organism.  A 
;]  levant  observation  is  that  the  prog- 
isis  is  better  in  untreated  than  in  inade- 
cately  treated  patients. 

4 The  noncertified  patients  at  Tooting 
lc  may  be  accepted  as  a fair  sample  of 
t}  general  population  over  the  age  of 
1 years.  From  this  it  may  be  assumed 
lit  some  10  percent  of  all  men  over  70 
lve  been  infected  with  syphilis.  Tliere- 
1 :e,  it  follows  that  of  the  generation  born 


in  or  before  1870  many  more  than  10  per- 
cent must  have  had  the  disease. 

Psoriasiform  lesions  in  secondary  syphi- 
lis. M.  Jeff  Davis  and  Rudolph  H. 
Kampmeier.  Urol.  & Cutan.  Rev.,  St. 
Louis,  45:  64-66,  Jan.  1941. 

Cutaneous  manifestations  of  secondary 
syphilis  rarely  simulate  psoriasis,  or 
when  they  do,  they  usually  are  not  gen- 
eralized. A case  is  reported  which  was 
considered  most  unusual  in  that  psoriasi- 
form papulosquamous  lesions  disposed 
symmetrically  were  present  over  the  bony 
prominences  of  the  body  in  the  charac- 
teristic sites  of  predilection  for  psoriasis. 
The  picture,  except  for  the  mucous  mem- 
brane and  genital  involvement,  so  closely 
resembled  psoriasis  that  all  observers 
agreed  on  a possible  coincidence  of  acute 
syphilis  and  psoriasis. 

The  patient  was  a white  male,  age  17, 
who  came  to  the  clinic  of  the  Vanderbilt 
University  Hospital  because  of  stiff  joints 
and  a rash.  His  Wassermann  and  Kahn 
tests  were  positive.  lie  recalled  having 
had  an  ulcer  at  the  urethral  meatus 
about  a month  before  the  appearance  of 
the  skin  lesions.  No  local  medication 
was  applied  during  treatment  of  this 
patient.  Four  days  after  injection  of 
0.2  gm.  of  arsphenamine  and  0.13  gm.  of 
bismuth  salicylate,  improvement  in  the 
lesions  was  obvious,  and  they  had  com- 
pletely involuted  after  3 injections  of 
arsphenamine  and  bismuth. 

Case  of  diffuse  muscular  gummata.  M. 

Tottie.  Acta  dermat.  venereol.,  Stock- 
holm, 22:  110-111,  Feb.  1941. 

The  case  of  a 54-year-old  man  with 
diffuse  gummata  of  the  musculature  of 
the  right  leg  is  presented.  He  had  been 
treated  for  1 week  for  a venereal  disease 
in  1912,  the  nature  of  which  was  un- 
known. In  1924  the  patient  suspected 
reinfection  and  sought  the  advice  of  a 
physician  who  pronounced  him  well.  In 
1922,  5 ulcers  appeared  on  the  back  of 
the  right  calf.  These  healed  spontan- 
eously, although  slowly,  leaving  radiat- 
ing scars.  The  patient  had  cramps  in 
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the  leg  and  increasing  difficulty  in  walk- 
ing. Examination  showed  the  muscu- 
lature of  the  entire  right  leg  to  be  of 
board-like  consistency,  the  foot  being 
fixed  in  a position  of  foot  drop. 

The  blood  Wassermann  and  Meinicke 
reactions  were  both  3 plus  positive,  the 
spinal  fluid  negative. 

The  patient  was  treated  with  arsphen- 
amine,  iodobismitol,  and  potassium  iodide 
with  considerable  improvement  of  the 
condition. 

Congenital  syphilis  in  identical  twins 
with  dissimilar  serologic  reactions. 
Report  of  a case.  Eliot  Wolk.  Arch. 
Dermat.  & Syph.,  Chicago,  43:  491- 
497,  Mar.  1941. 

Twin  19-year-old  Portuguese  Negroes 
reported  to  the  out-patient  department  of 
the  Boston  City  Hospital  on  July  1,  1938, 
for  a routine  check-up.  Their  father, 
mother,  and  a sister  had  received  anti- 
syphilitic treatment ; an  older  brother 
had  not  been  examined.  One  twin 
showed  positive  reactions  to  the  Hinton 
and  Wassermann  tests  and  the  other 
negative  reactions  on  several  occasions. 
Careful  anthropometric  examinations 
and  analysis  of  the  fingerprints  and  palm 
prints  proved  that  the  boys  were  identi- 
cal twins.  Various  minor  stigmas  found 
on  physical  examination  led  to  the  belief 
that  both  boys  had  congenital  syphilis. 
IV oik  does  not  believe  it  possible  that  one 
was  infected  while  the  other  was  normal, 
and  the  most  plausible  explanation  for 
the  dissimilar  serologic  reactions  in  the 
twins,  he  says,  is  that  a spontaneous 
serologic  reversal  took  place  in  one  of 
them. 

Parrot’s  pseudoparalysis  as  a manifesta- 
tion of  congenital  osseous  syphilis. 

Thomas  M.  Palmer.  Urol.  & Cutan. 
Rev.,  St.  Louis,  45:  76-78,  Feb.  1941. 

A clinical  manifestation  of  congenital 
osseous  syphilis,  which  Palmer  says  is 
frequently  encountered  in  the  Duval 
County  Hospital,  Jacksonville,  is  the  so- 
called  Parrot’s  pseudoparalysis.  This 
consists  of  inability  or  definite  disinclina- 
tion on  the  part  of  the  infant  to  move 
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one  or  more  extremities.  This  conditi 
often  calls  to  mind  every  diagnosis  < 
cept  the  correct  one.  Rheumatism 
rarely  seen  under  3 years  of  age  a 
scurvy  occurs  rarely  earlier  than  t 
sixth  month.  Findlay  has  said  that  t 
loss  of  power  in  the  limb  of  an  infs; 
under  0 months  of  age  is  due  to  syphil 
The  pathologic  picture  is  one  of  osb 
chondritis.  Clinical  observation  woi 
seem  to  favor  some  mechanism  otl 
than  that  of  the  bone  lesion ; the  spee  j 
return  of  function  following  even  o 
dose  of  sulfarsphenamine  is  striking 
though  the  X-ray  showed  no  impro’ 
ment  whatsoever  in  the  bone  lesioi 
Unlike  Pehu,  Palmer  has  found  that  n 
tion  of  the  affected  part  usually  caus 
pain. 

Eight  cases  are  briefly  outlined.  T 
infants  varied  in  age  from  5 weeks  tc 
months.  In  each  case  the  child  wot 
cry  upon  the  handling  of  some  extremi 
and  there  seemed  evidence  of  sorene, 
Serial  roentgenograms  were  made 
each  of  the  cases,  and  each  showed  ma  : 
ifestations  of  congenital  osseous  syphil 
These  osseous  lesions  have  eventual 
disappeared  following  continued  tre: 
ment  with  the  arsenicals.  The  diagnos  ! 
of  Parrot’s  pseudoparalysis  was  made  ' 
each  case. 

Parrot’s  pseudoparalysis.  Clinical-radi 
logic  contribution  with  special  reft 
ence  to  eye  findings.  A.  Masia.  Dt  j 
mosifilografo,  Milano,  15:  737-75  I 

Dec.  1940. 

The  author  studied  the  clinical  ai 
roentgen-ray  findings  of  12  cases  of  Pa 
rot’s  pseudoparalysis  in  infants  observ 
by  him  during  the  past  12  years  in  tl  j 
pediatric  clinic  of  the  University 
Sassari. 

According  to  Parrot  the  eharacterist  j 
findings  in  this  condition  are  detaehine 
of  the  epiphyses  from  the  end  of  the  ( 
aphyses  and  pain,  without  any  necrop 
findings  in  the  nervous  and  musculi 
systems.  According  to  other  authoi 
however,  the  nervous  and  muscular  sy  | 
terns  may  be  involved.  As  a matter  1 i 

I 
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. Iicfc  the  bone  changes  may  be  slight  or 
bsent  and  the  muscular  weakness 


jiarked.  In  one  of  the  cases  described, 
■ie  symptoms  of  the  right  upper  extrern- 
t y and  of  both  lower  extremities  were 
,/pical  but  no  epiphyseal  lesions  could 
Je  demonstrated  on  roentgen-ray  exami- 
' ation,  the  only  finding  being  periostitis 
' f the  ends  of  the  long  bones  of  the  lower 
xtremities.  There  were  no  bone  changes 
, 1 the  right  upper  extremity  and  those  of 
ie  lower  extremities  persisted  after  the 
seudoparalysis  had  disappeared,  which 
?ems  to  indicate  that  the  bone  changes 
jr;  not  explain  the  clinical  syndrome, 
he  author  attributes  the  findings  of  the 
pper  extremity  to  other  factors,  prob- 
" )Iy  changes  in  the  muscles  or  nerves. 

In  one  case  there  was  convergent  stra- 
smus  and  in  another  lack  of  conver- 
' mce.  The  first  case  also  had  circum- 
'ribed  atrophy  of  the  iris.  The  fundus 
! the  eye  showed  peripapillar  brownish 
gmentation  in  3 cases,  pallor  of  the  op- 
c disc  in  1,  slight  neuritis  and  retinal 
lema  in  5 cases,  and  pigmented  retinal 
rophy  in  2 cases. 


TREATMENT 


hemotherapy  and  the  early  cure  of 
gonococcal  infection.  O.  F.  Cox,  Mary 
McDermott  and  W.  A.  Hinton.  Tr. 
Am.  Neisser.  M.  Soc.,  New  York,  1940, 
pp.  49-52. 

For  this  report  the  criterion  of  cure  is 
i series  of  consistently  negative  cultures 
iring  3 months  of  sustained  clinical  in- 
ctivity,  by  which  is  understood  no  puru- 
nt  urethral  discharge  and  a negative 
vo-glass  test.  A large  percentage  of 
mococcal  infections  of  the  male  genital 
act  eventually  subside  clinically  and 
icteriologically  even  without  treatment, 
’ovided  the  body  defenses  are  permitted 
function  normally.  In  200  consecutive 
lmissions  to  the  Boston  Dispensary  183 
itients  became  clinically  inactive  during 
>e  period  of  observation,  whereas  the 
■maining  17  were  still  clinically  active 


when  they  left  the  clinic.  Of  the  183  pa- 
tients, 70  percent  became  clinically  inac- 
tive by  the  end  of  the  4th  week,  93.5  per- 
cent by  the  12th  week,  and  100  percent 
by  the  36th  week. 

Sulfonamides  have  been  administered 
at  the  Boston  Dispensary  in  more  than 
1,100  cases ; sulfanilamide  in  287,  disulon 
in  485,  uleron  in  237,  sulfapyridine  in  83, 
and  sulfathiazole  in  56.  No  serious  reac- 
tions were  noted  in  patients  treated  with 
sulfanilamide ; disulon  caused  fewer  mi- 
nor reactions  than  sulfanilamide.  Uleron 
caused  no  serious  reactions ; 2 patients 
given  sulfapyridine  developed  gross  hem- 
aturia. 

A study  of  301  case  histories  was  made. 
These  included  only  those  patients  who 
were  admitted  during  the  first  week  of  in- 
fection and  who  were  observed  for  a mini- 
mum of  3 months  after  they  became  clini- 
cally negative.  Cases  that  were  not  cured 
within  2 weeks  are  reported  as  sulfonam- 
ide failures.  Those  treated  with  sulfa- 
thiazole were  not  included.  Among  these 
301  cases,  181  remained  clinically  active 
for  less  than  2 weeks,  but  81  of  these  had 
either  a positive  culture  or  a clinical  re- 
lapse. Therefore,  100  (33  percent  of  the 
total)  represents  the  early  cures  that  can 
be  definitely  ascribed  to  the  sulfonamides. 

Of  the  series,  111  were  treated  with  sulf- 
anilamide, and  32  (29  percent)  were 
cured  according  to  the  criteria.  Of  the 
129  treated  with  disulon,  49  (38  percent) 
met  the  requirements  of  cure;  of  the  41 
treated  with  uleron,  8 (20  percent)  ; and 
of  the  20  treated  with  sulfapyridine,  11 
(55  percent). 

Observations  on  the  absorption,  excre- 
tion and  distribution  of  sulfanilamide, 
sulfapyridine,  sulfathiazole  and  sulf- 
amethylthiazole.  Elias  Strauss,  Fran- 
cis C.  Lowell,  F.  H.  Laskey  Taylor  and 
Maxwell  Finland.  Ann.  Int.  Med., 
Lancaster,  14:  1360-1382,  Feb.  1941. 

Data  are  presented  concerning  the 
blood  concentrations  and  urinary  excre- 
tion of  sulfanilamide,  sulfapyridine,  sulf- 
athiazole, and  sulfamethylthiazole  and 
of  the  sodium  salts  of  the  latter  three 
drugs  after  the  administration  to  human 
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subjects  of  a single  5-gram  dose  by  vari- 
ous routes. 

In  general,  the  sodium  salts  given  in- 
travenously or  orally  yielded  higher 
blood  levels,  and  these  levels  were  at- 
tained more  rapidly  than  when  the  cor- 
responding drugs  were  given  by  mouth. 
The  highest  levels  were  obtained  with 
sodium  sulfathiazole. 

Sulfathiazole  and  its  sodium  salt  were 
excreted  more  rapidly  into  the  urine  than 
either  sulfanilamide  or  sulfapyridine.  All 
the  drugs,  with  the  exception  of  sulf- 
amethylthiazole,  were  excreted  more  or 
less  quantitatively  after  intravenous  or 
subcutaneous  injection,  and  almost  all  of 
the  administered  drugs  were  recovered 
from  the  urine  after  their  oral  admin- 
istration. Only  about  60  percent  of  ad- 
ministered sulfamethylthiazole  was  re- 
covered from  the  urine,  regardless  of  the 
route  by  which  it  was  given. 

Sulfathiazole  showed  the  least  amount 
of  conjugation  and  sulfapyridine  showed 
the  most.  After  oral  administration  of 
soldium  sulfapyridine,  the  percentage  of 
acetylated  drug  in  the  blood  and  urine 
was  considerably  lower  than  that  found 
after  sulfapyridine  itself  was  given  by 
mouth. 

Different  subjects  varied  with  respect 
to  their  absorption,  excretion,  and  con- 
jugation of  the  different  drugs.  There 
were  apparently  fewer  variations  with 
sulfathiazole  than  with  any  of  the  other 
compounds. 

Sulfanilamide  was  fairly  well  absorbed 
from  the  rectum.  All  the  other  drugs 
were  poorly  absorbed,  absorption  being 
only  slightly  better  when  the  sodium  salts 
were  used. 

The  para-acetyl  derivatives  of  sulfa- 
nilamide, sulfapyridine,  and  sulfathia- 
zole were  poorly  absorbed  after  oral 
administration.  The  acetylsulfanilamide 
was  absorbed  somewhat  better  than  the 
others.  Only  a small  percentage  of  these 
drugs  was  deacetylated  in  the  human 
body. 

The  four  compounds  were  found  to 
distribute  themselves  differently  between 
the  blood  plasma  and  the  red  blood  cells. 
Sulfanilamide  was  found  in  the  red  blood 
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cells  in  greater  concentrations  than  I 
the  plasma,  sulfapyridine  was  abc; 
equally  distributed,  sulfathiazole  wi 
present  in  somewhat  greater  concent:! 
tions  in  the  plasma,  and  sulfamethylth  [ 
zole  was  found  mostly  in  the  plasma. 

Sulfathiazole  was  cleared  from  1 t 
blood  at  a greater  rate  and  sulfameth  - 
thiazole  at  a lower  rate  than  either  si 
anilamide  or  sulfapyridine. 

Data  are  also  presented  concerning  t 
concentration  of  sulfanilamide,  sulfa] ! 
ridine,  and  sulfathiazole  in  body  fluii 
and  organs  of  19  patients  who  died  di 
ing  treatment  with  these  drags.  Tin 
were  considerable  variations  among  t 
different  cases.  The  concentrations 
the  drugs  were  higher  in  the  bile  a 
lower  in  the  spinal  fluids  than  in  t 
blood.  Sulfathiazole  was  present  re] 
larly  in  the  spinal  fluid  in  about  one-thi 
the  concentration  found  in  the  blo( 
Sulfapyridine  and  sulfathiazole  we 
found  in  the  kidney  in  consideral 
higher  concentrations  than  in  the  bio 
and  other  organs.  The  concentratio 
of  sulfanilamide  were  about  the  same 
the  various  organs  studied,  including  t :i 
kidney.  In  the  liver,  the  amounts  I 
acetylated  drug  were  always  less,  i 
through  the  concentrations  of  free  dr 
were  frequently  higher  than  in  the  blo< 
This  was  true  of  all  three  drugs. 

Encephalopathy  associated  with  sulf 
methylthiazole  therapy.  Ephra 
Roseman  and  Charles  D.  Aring.  N( 
England  J.  Med.,  Boston,  224:  41 
420,  Mar.  6,  1941. 

The  authors  report  the  case  of  a S'] 
year-old  male  Negro  who  died  followi: 
treatment  with  sulfamethylthiazole  f 
pneumonia.  The  dosage  was  60  grai 
( 4 gm. ) every  4 hours,  day  and  night,  u 
til  the  patient  had  been  given  a total 
1,680  grains  (112  gm.).  The  treatme 
was  discontinued  when  the  patient  cor 
plained  of  vertigo  and  vomited  sever 
times.  On  the  evening  of  the  day  < 
which  the  treatment  was  discontinued,  1 
had  projectile  vomiting  of  blood-tingi 
fluid,  a profuse  diaphoresis,  and  loss 
vision.  He  then  became  semicomatos 
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ae  pupils  were  widely  dilated  and  re- 
ded poorly  to  light.  Fundus  examina- 
)n  revealed  fresh  hemorrhages  along  the 
irder  of  the  superior  temporal  retinal 
tery  of  the  right  eye  and  in  the  macular 
gions  of  both  eyes.  The  next  day  the 
tient  was  disoriented  and  irrational 
id  still  had  amaurosis.  There  was  no 
; ralysis  of  the  extremities,  the  tendon 
flexes  were  normal,  and  no  abnormal 
:flexes  were  elicited.  One  hour  after  a 

imbar  puncture  was  performed  on  this 
y,  he  had  a generalized  convulsion, 
ter  which  the  right  pupil  was  larger 

ian  the  left,  the  right  side  of  the  mouth 
ooped,  and  the  tendon  reflexes  on  the 
?ht  were  hyperactive.  The  patient  had 
'o  other  generalized  convulsions,  lapsed 
to  respiratory  failure,  and  died  6 hours 
ter  the  onset  of  convulsions.  During 
e final  24  hours  he  was  anuric. 

Post  mortem  findings  included  discrete 
ud  confluent  petechial  hemorrhages  scat- 
hed in  the  gray  matter  and  nuclear 
Sructures.  Symmetrical  involvement 
hs  found  wherever  vertical  sections  of 
te  hemispheres  and  brain  stem  included 
Wmparable  halves  of  the  nervous  system, 
lie  lesions  were  most  marked  in  the  tail 
* the  caudate  nucleus  on  both  sides 
(inhere  they  measured  8 mm.  in  diame- 
fe),  and  in  the  mammillary  bodies. 

■ nailer  diapedetic  hemorrhages  were 
j'ted  in  the  substantia  nigra,  thalami, 
i d the  gray  matter  of  the  convolutions, 
■lie  white  matter  was  entirely  spared. 
Ijie  thalami  appeared  to  be  swollen. 

In  the  sectioned  brain  stem  the  strik- 
g feature  was  the  bilaterally  sym- 
metrical, coalescent,  diapedetic  hemor- 
ages  involving  the  nuclear  masses  of 
e pons  and  the  medulla. 

In  the  gray  matter  of  the  cerebral 
mispheres  (cortex  and  basal  nuclei) 
•Vd  brain  stem  there  was  a moderate 
imber  of  discrete  perivascular  foci  of 
icrosis.  The  cortical  architectonics  in 
e areas  containing  the  hemorrhagic 
■ dons  were  markedly  distorted.  There 
ks  a notable  absence  of  nerve  cells, 
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with  an  increase  in  neuroglia.  Many 
ghost  neurones  were  present.  Satelli- 
tosis  and  neuronophagia  were  marked. 

The  findings  in  this  case  are  in  contra- 
diction to  those  found  in  typical  arsphen- 
amine  hemorrhagic  encephalitis,  in  which 
the  white  matter  of  the  brain  is  the  focal 
point  of  attack.  However,  the  morbid 
processes  found  in  this  case  and  those 
found  in  the  typical  arsphenamine  hem- 
orrhagic encephalitis  are  similar  in  that 
they  both  demonstrate,  in  addition  to  the 
diapedetic  hemorrhage,  widespread  and 
severe  vascular  disorder  in  the  gray  or 
white  matter,  with  associated  perivascu- 
lar foci  of  necrosis.  Why  one  toxin 
should  involve  the  white  matter  and  the 
other  the  gray  matter  is  not  clear  and 
needs  further  investigation. 

The  neuronal  changes  present  were  evi- 
dently secondary  to  anoxia.  According 
to  the  authors,  two  pathologic  processes 
manifest  themselves  simultaneously  in 
the  hemorrhagic  encephalitis  induced  by 
arsphenamine  and  sulfamethylthiazole, 
as  follows:  (1)  The  thrombotic  capillary 
lesions  lead  to  the  focal  areas  of  hemor- 
rhage or  perivascular  necrosis,  probably 
depending  on  the  severity  and  speed  of 
the  process.  (2)  The  varying  degree  of 
endothelial  proliferation  produces  a dis- 
appearance of  cortical  ganglion  cells,  usu- 
ally of  a patchy  nature. 

The  patient  had  been  employed  as  a 
shaker  in  a lead  factory  for  15  years,  and 
had  probably  inhaled  large  quantities  of 
lead  dust.  There  was,  however,  no  his- 
tory of  colic,  constipation,  anemia,  or 
nerve  palsies.  A high  concentration  of 
lead  was  found  in  the  tissues.  The 
authors  do  not  believe  that  lead  could 
have  produced  the  acute  pathologic  and 
clinical  symptoms  of  this  patient.  They 
believe  that  the  administration  of  large 
quantities  of  sulfamethylthiazole,  and  the 
accumulation  of  the  drug  in  the  blood  and 
tissues  (due,  in  part,  to  renal  failure  and 
closely  associated  with  acutely  develop- 
ing signs  of  severe  neurologic  damage) 
are  suggestive  evidence  that  sulfamethyl- 
thiazole was  the  etiologic  factor  involved. 
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Genitoinfectious  lesions  in  the  male  com- 
plicated by  gonorrhea.  George  Shrop- 
shear  and  Donald  K.  Hibbs.  Tr.  Am. 
Neisser.  M.  Soc.,  New  York,  1940,  pp. 
100-104. 

It  is  not  uncommon  to  find  gonorrhea 
associated  with  other  genitoinfectious 
lesions  in  the  male.  During  the  year 
1939,  306  cases  of  primary  and  secondary 
syphilis  in  male  patients  were  diagnosed 
at  the  Chicago  Municipal  Social  Hygiene 
Clinic.  In  33  of  these  cases  (10.7  per- 
cent) primary  or  secondary  syphilis  was 
observed  in  patients  with  gonorrhea.  In 
18  of  these  33  patients,  the  syphilis  de- 
veloped while  the  patients  were  under 
treatment  for  gonorrhea.  The  primary 
lesion  was  intrameatal  in  30.3  percent  of 
these  cases.  Not  infrequently  chancres 
involving  the  prepuce  may  give  rise  to  a 
phimotic  edema  which  may  be  confused 
with  the  inflammatory  phimosis  asso- 
ciated with  severe  cases  of  gonorrhea. 

To  every  patient  with  gonorrhea  and 
infectious  early  syphilis,  sulfanilamide  in 
the  usual  dosage  and  neoarsphenamine 
intravenously  at  intervals  of  3 to  4 days 
were  administered.  In  no  instance  was 
there  any  severe  toxic  manifestation. 

Among  73  cases  of  chancroidal  infec- 
tion in  the  male  there  were  3 patients 
with  a complicating  gonorrheal  urethri- 
tis. When  this  complication  occurs, 
treatment  is  greatly  simplified  by  the 
fact  that  both  diseases  respond  favorably 
to  the  oral  administration  of  sulfanila- 
mide. In  105  cases  of  venereal  lympho- 
granuloma there  were  4 patients  in  whom 
mixed  infection  with  gonorrhea  occurred. 
The  therapeutic  dose  of  sulfanilamide  in 
gonorrhea  is  equally  satisfactory  for  the 
associated  venereal  lymphogranuloma. 
Three  out  of  7 cases  of  granuloma  in- 
guinale in  the  male  were  complicated  by 
gonorrhea.  Concurrent  intramuscular 
injections  of  fuadin  and  sulfanilamide 
in  such  cases  have  given  no  untoward 
results. 
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Gonorrheal  vulvovaginitis  in  children 

Michael  Levin  and  David  S.  Koransli 
Urol.  & Cutan.  Rev.,  St.  Louis,  45:  1( 
107,  Feb.  1941. 


■ 


Recent  advances  in  knowledge  of  che 
otherapy  and  the  estrogens  has  made 
possible  to  treat  gonorrheal  vulvova 
nitis  in  children  with  success.  In  1 
cases  treated  in  the  children’s  division 
the  Cook  County  Hospital  (1938-194 
cure  was  effected  in  150  or  94.93  perce 
From  a study  of  these  cases,  the  authc 
reach  the  following  conclusions : 

The  continued  observation  of  local  fir 
ings  in  gonorrheal  vulvovaginitis  by  ve 
inoscopic  examination  is  of  equal  imp* 
tance  with  bacteriologic  study.  The 
appears  to  be  a definite  relationship  1 
tween  the  protective  mechanism  of  esti 
genic  reaction  in  the  neonatal  period  a 
the  development  of  gonorrheal  vaginit 
Adequacy  or  artificially  induced  esti 
genic  reaction  bears  a direct  relations!) 
to  the  acidity  attained.  There  is  no  r 
lationship  between  the  duration  of  inf< 
tion  and  facility  with  which  cure  can 
established. 

In  this  series  of  158  patients,  18  (11. 
percent)  presented  abdominal  (14) 
arthritic  (4)  complications  on  admissio 
Among  100  children  the  complement  fix 
tion  test  was  of  no  value  in  establishii 
a diagnosis  in  uncomplicated  cases 
was  positive  in  4 out  of  6 children  wi: 
complications. 

Before  determining  the  final  diagnos 
of  cure  a period  of  6 months  of  observ 
tion  with  vaginoscopic  and  bacteriolog 
study  is  advisable. 

Sulfanilamide  therapy  was  successful 
employed  in  72  (59.5  percent)  of  11 
children.  When  gonorrheal  patients 


spond  to  sulfanilamide,  success  is  dr; 
matically  attained  within  2 week 
Blood  chemistry  studies  demonstrate 
that  failures  apparently  did  not  resu 
because  of  lack  of  adequate  free  sulfi 
nilamide  blood  concentrations.  Approx 
mately  10  percent  of  sulfanilamidi 
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eated  patients  developed  reactions  suf- 
•ciently  severe  to  interrupt  treatment. 

* In  a series  of  70  children  treated  with 
itrogenic  suppositories  success  was  at- 
ined  in  55  (78.57  percent),  approxi- 
ately  one-half  of  which  were  within  2 
^eeks,  closely  coinciding  with  the  ap- 
pearance of  a pH  of  4.5  to  5.5  and  at- 
ined  by  a dose  of  from  7,000  to  20,000 

A U' 

(Among  21  patients  treated  with  sulfa- 
/ridine  there  were  17  successes  (80.95 
rcent).  These  patients  had  the  short- 
jjt  period  of  hospitalization.  The  inei- 
■nce  of  toxic  reactions  was  high  among 
lese  patients. 

Diathermy  and  protargol  instillations 
, ?re  of  use. 

fluence  of  vitamin  C therapy  on  ar- 
il senical  sensitivity.  A.  Denton  Vail, 
i!  .T.  Missouri  M.  A.,  St.  Louis,  38:  110- 
t 120,  Apr.  1941. 

! A preliminary  report  on  the  study  of 
e influence  of  vitamin  C on  arsenical 
‘ .nsitivity  is  given.  A review  of  the  lit- 
: ature  to  date  is  presented. 

Of  300  clinic  patients  treated  with  ar- 
1 meals  for  syphillis,  48  percent  had 
' mplaints  referable  to  arsenical  medica- 
l>n.  Of  these,  98  percent  were  women 
: d 2 percent  were  men.  Not  all  of  these 
-sjtients  proved  to  be  actually  sensitive 
1 arsenicals.  Some  of  the  complaints 
liy  have  had  a psychic  basis.  No  ex- 
iimation  was  offered  for  the  preponder- 

Ice  of  women  complainers. 

A control  group  of  10  patients  was  se- 
1 ted.  These  patients  had  had  at  least 
1 injections  of  neoarsphenamine  without 
action  of  any  kind.  Weekly  vitamin  C 
i terminations  were  made  on  all  these 
ltients  just  prior  to  treatment  over  a 
lriod  of  6 to  9 weeks.  There  was  no 
fnificant  difference  in  the  vitamin  C 
i Terminations  of  males  and  those  of  fe- 
i ties.  All  had  values  well  within  normal 
hits.  A correlation  of  therapy  with 
t od  vitamin  C levels  showed  that  the 
he  of  antisyphilitic  treatment  had  no 
tact  upon  the  vitamin  C values. 

1 group  of  15  patients  who  complained 
c reactions  to  neoarsphenamine  in  vary- 
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ing  degrees  was  next  selected  for  study. 
Patients  complaining  of  relatively  minor 
symptoms  were  given  vitamin  C by  mouth, 
those  complaining  of  more  severe  mani- 
festations were  given  intravenous  medi- 
cation, while  those  complaining  of  still 
more  severe  reactions  were  given  vitamin 
O by  mouth  and  intravenously.  Oral 
medication  consisted  of  tablets  of  ascorbic 
acid  (cebione)  in  doses  of  50  to  100  mg. 
daily.  Intravenous  medication  consisted 
of  the  inclusion  of  100  mg.  of  crystalline 
ascorbic  acid  in  each  10  cc.  of  solution 
containing  0.6  gm.  neoarsphenamine  (1 
percent  solution  of  vitamin  C). 

Weekly  blood  vitamin  C determina- 
tions were  made  on  these  patients  for 
several  weeks  prior  to  the  institution  of 
vitamin  C therapy  in  order  to  arrive  at 
a more  accurate  estimate  of  the  constant 
value  for  a particular  patient.  Patients 
taking  vitamin  C by  mouth  were  given 
this  drug  1 week  prior  to  the  administra- 
tion of  the  arsenical.  During  the  admin- 
istration of  bismuth  courses  no  vitamin 
C was  given.  Detailed  data  is  tabulated 
for  each  of  the  15  patients. 

The  author’s  conclusions  are  as  fol- 
lows : 

1.  Arsenical  sensitivity  is  most  com- 
monly associated  with  liypovitaminosis  C. 

2.  Arsenical  reactions  occur  in  the 
presence  of  normal  blood  vitamin  C 
values  in  a small  percentage  of  cases. 
These  warrant  investigation  to  rule  out 
psychic  and  other  factors. 

3.  Oral  administration  of  the  vitamin 
is  effective  but  slower  and  subject  to 
variations  within  the  organism.  Best  re- 
sults will  be  obtained  in  the  majority  of 
patients  by  intravenous  methods.  Se- 
vere cases  may  respond  only  to  combined 
oral  and  intravenous  therapy. 

4.  Spectacular  relief  from  symptoms 
of  arsenical  sensitivity  may  be  obtained 
by  the  use  of  relatively  small  doses  of 
vitamin  C given  in  conjunction  with 
arsenical  medication. 

5.  Progressive  increase  in  blood  vita- 
min C values  is  obtained  through  the 
administration  of  vitamin  C in  doses 
heretofore  thought  to  be  too  small  to  he 
effective. 

213 


6.  Inclusion  of  vitamin  C in  arsenical 
therapy  does  not  lessen  the  therapeutic 
response  to  the  arsenical. 

7.  In  general,  as  blood  vitamin  C 
values  improve,  symptoms  of  arsenical 
sensitivity  disappear.  Recurrence  of 
symptoms  is  usually  reflected  in  a lower- 
ing of  the  blood  values. 

8.  Vitamin  C is  a valuable  adjunct  to 
antisyphilitic  therapy. 

The  author  emphasizes  the  need  of 
continued  and  more  extensive  investiga- 
tion of  this  subject. 

Practical  considerations  in  the  treatment 

of  congenital  syphilis.  Belle  Korman, 

Mary  D.  Smith  and  Arthur  F.  Abt. 

Urol.  & Cutan.  Rev.,  St.  Louis,  45: 

121-126,  Feb.  1941. 

At  the  Municipal  Social  Hygiene  Clinic, 
Chicago,  the  infants  whose  mothers’ 
treatment  for  syphilis  began  in  the  last 
half  of  pregnancy  are  followed  up  by 
making  an  X-ray  film  of  the  long  bones 
upon  the  first  visit  to  the  clinic,  and  a 
monthly  serologic  and  physical  examina- 
tion until  the  age  of  6 months,  at  1 year 
and  yearly  thereafter  until  puberty,  if 
possible. 

Acetarsone  given  orally  is  used  in  treat- 
ment of  infants  less  than  1 year  old  and 
for  a few  older  children  who  attend  the 
clinic  regularly  and  whose  mothers  are 
reliable  and  intelligent.  The  dosage  used, 
per  kilogram  of  body  weight,  is  0.005  gm. 
of  acetarsone  daily  for  1 week,  0.01  gm. 
for  2nd  week,  0.015  gm.  for  3d  week,  and 
0.02  gm.  for  4th  through  9th  weeks. 
From  the  10th  through  the  15th  week, 
bismuth  salicylate ; 16th  week,  acetarsone 
0.01  gm.  per  kilogram  daily ; 17th  through 
24th  week,  0.02  gm. ; 25th  through  30th 
weeks,  bismuth  salicylate.  The  dosage 
of  bismuth  salicylate  is  : 6 months  of  age, 
Vs  cc. ; 6 mos.  to  1 yr.,  % cc. ; 1 yr.  to  4 yrs., 
% cc. ; 4 to  8 yrs.,  % cc. ; 8 to  12  yrs.,  1 
cc. ; 12  yrs.,  1%  cc. 

During  the  past  4 years  98  infants  and 
children  were  treated  with  acetarsone  at 
this  clinic,  70  children  being  under  1 year 
of  age.  There  were  28  who  received  3 or 
more  courses  and  31  had  only  1 course. 
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Serologic  reversal  occurred  in  25  after  th 
first  course,  in  15  after  the  second  course 
and  in  3 after  the  third  course  of  stovai 
sol  and  bismuth,  a total  of  43  percent 
Only  1 week’s  supply  of  the  drug  is  use 
ally  given  to  the  mother.  In  only  4 case 
was  the  medication  changed.  The  use  o 
acetarsone  did  not  result  in  better  at  ili 
tendance,  however. 

Thirteen  children  had  mild  gastro-in 
testinal  complaints,  usually  a slight  dial 
rhea ; 5 had  questionable  exanthemata 
In  4 cases  the  drug  had  to  be  perma 
uently  discontinued — in  1 case  because  o 
severe  diarrhea  (a  rash  developed  in  thi 
case  when  it  was  attempted  to  give  th 
drug  again  after  a rest  period),  in  : 
cases  because  of  a rash,  and  in  the  fourti 
case  because  of  albumin,  casts,  and  erytb 
rocytes  in  the  urine.  Transient  albu 
minuria  occurred  in  a few  others. 

In  the  treatment  of  early  asymptomatic 
congenital  syphilis  the  intensive  contin 
ous  routine  of  the  early  congenital  i 
usually  advised,  while  in  the  late  asymp 
tomatic  type  rest  periods  are  permissible 
In  this  clinic,  however,  the  continuous 
method  is  used  throughout  for  at  least ! 
years.  Courses  of  12  injections  of  neo 
arsphenamine  and  from  12  to  16  injections 
of  bismuth  are  given  until  at  least  40  t( 
50  injections  of  an  arsenical  and  50  to  61 
injections  of  bismuth  have  been  received 
In  interstitial  keratitis  routine  intensive 
treatment  is  given  in  maximum  doses 
suitable  to  age  and  weight  until  the  at 
tack  subsides. 

The  importance  of  the  nutritional  statel 
of  the  growing  child  in  his  response  to 
treatment  is  well  recognized. 

The  South  Side  branch  clinic  of  the 
Municipal  Social  Hygiene  Clinic  has: 
grown  rapidly.  From  July  1,  1939  to 
June  30,  1940,  22,733  visits  for  examina^  ; 
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tion  and  medical  care  were  made  by  con- 
genital syphilitic  children  and  mothers.; 


In  addition  1,832  children  (familial  con-!  r 
tacts),  were  examined,  158  of  whom  were 
found  to  have  positive  serology.  The 
psychologic  effect  of  treating  both  mother 
and  child  in  the  same  clinic  is  excellent. 
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ntensive  treatment  of  early  syphilis. 

Herbert  Rattner.  Illinois  Health  Mes- 
1 senger,  Springfield,  13:  44-47,  Mar.  1, 
1941. 

As  one  of  a group  of  5 medical  centers 
rganized  in  the  Middle  West  to  under- 
ike  a cooperative  group  study  of  the 
day  intensive  method  of  treatment  of 
i irly  syphilis,  a treatment  station  was 
arted  in  August  1940  at  the  Cook  County 
ospital.  Since  then  65  patients  have 
jen  treated.  Only  those  patients  are 

1‘lected  who  have  early  syphilis,  with 
rimary  or  secondary  manifestations 
^finitely  diagnosed.  The  prospective  pa- 
ents  are  told  that  the  treatment  is  still 
li  the  investigative  stage  and  that  it  is 
)t  without  some  danger.  Before  treat- 
ent  each  patient  undergoes  a thorough 
lysical  examination,  with  considerable 
boratory  work.  Before  discharge  the 
teric  index  is  determined  and  the  spinal 
lid  examined.  No  patient  is  discharged 
toner  than  2 full  days  after  treatment 
is  been  completed,  and  he  is  told  to  re- 
!>rt  to  the  clinic  for  examination  weekly 
r 4 weeks  and  then  monthly. 

At  the  Cook  County  Hospital  at  present 
apharsen  is  being  used,  in  the  amount 
0.24  gm.  dissolved  in  2,000  cc.  of  5 
rrcent  glucose  solution  in  triple  distilled 
ater  for  a day’s  supply.  Through  a 
ort  20-gauge  needle  the  solution  flows 
to  a vein  at  the  rate  of  40  to  50  drops 
r minute.  A different  vein  is  selected 
ch  day. 

Of  65  patients  treated  since  August  1, 
were  men  and  21  women.  There  were 
white  men,  6 white  women,  29  Negro 
m,  and  15  Negro  women.  Of  these,  23 
d primary  syphilis,  and  42  had  second- 
■y  manifestations.  Their  ages  ranged 

1'3m  17  to  51  years. 

There  have  been  a number  of  minor 
■actions  and  side  effects,  and  a few  that 
ere  serious.  Fever,  nausea  and  vom- 
ing,  and  pain  in  the  arm  occurred  in 
most  all  of  the  patients.  Cerebral  com- 
ications  occurred  in  2 patients,  1 of 


whom  suffered  a genuine  toxic  encepha- 
litis which  occurred  after  completion  of 
treatment.  He  was  in  excellent  condi- 
tion when  discharged  from  the  hospital 
after  about  2 months.  His  Kahn  reac- 
tion was  negative  after  6 weeks  and  was 
still  so  a month  later.  In  the  other  case 
with  cerebral  complication,  treatment 
was  discontinued  after  the  third  day, 
and  this  was  the  only  case  which  re- 
ceived less  than  the  full  5 days’  treat- 
ment. Toxidermas  were  seen  but  twice 
in  the  series.  Herxheimer  reactions, 
with  accentuation  of  the  cutaneous 
lesions,  occurred  in  5 cases.  So  far  there 
have  been  no  instances  of  exfoliative 
dermatitis,  or  of  renal,  hepatic  or  other 
parenchymal  damage,  and  no  cases  of 
hemopoietic  or  nitritoid  reactions. 

Experience  with  the  5-day  treatment 
method  has  been  too  recent  to  give  final 
clinical  evaluations.  Spirochetes  disap- 
peared from  lesions  in  a day  or  two,  and 
all  open  lesions  have  healed  during  the 
period  of  hospitalization.  Spinal  punc- 
tures, which  were  performed  on  each 
case,  have  shown  normal  spinal  fluid. 
Of  the  first  40  patients  11  failed  to  re- 
turn for  follow-up  studies.  Of  those  who 
returned,  10  who  had  strongly  positive 
serologic  reactions  before  treatment  had 
negative  reactions  8 to  10  weeks  later; 
4 others  with  strongly  positive  reactions 
before  treatment  had  doubtful  reactions 
after  10  weeks ; all  others  had  a marked 
reduction  in  the  quantitative  titers  as 
determined  by  the  Kahn  test.  Appar- 
ently reversal  of  the  serologic  reactions 
occurs  earlier  in  those  cases  which  are 
treated  earlier.  In  the  few  cases  where 
it  was  necessary  for  some  reason  to  in- 
terrupt treatment  temporarily  there  was 
for  a time  a sharp  rise  in  the  quantita- 
tive titer  but  otherwise  no  untoward  de- 
velopments. 

While  this  method  appears  to  be  prom- 
ising it  is  not  yet  ready  for  general  use. 
Only  15  cases  have  been  followed  for  a 
5-year  period,  and  no  observations  are 
available  as  to  the  final  outcome  so  far 
as  cardiovascular  syphilis  or  neurosyph- 
ilis are  concerned. 
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Encephalopathy  following  neoarsphena- 
mine  therapy.  Ephraim  Roseman  and 
Charles  D.  Aring.  New  England  J. 
Med.,  Boston,  224:  550-553,  Mar.  27, 
1941. 

The  authors  briefly  review  the  litera- 
ture on  this  subject.  They  report  the 
ease  of  a 27-year-old  Negro  woman  who 
died  from  encephalopathy  following  the 
fifteenth  injection  of  neoarsphenamine. 

Antisyphilitic  therapy  had  been  given 
in  this  case  because  serologic  tests  had 
been  positive  on  two  occasions  (April  25 
and  June  1,  1940).  During  the  period 
from  June  19,  1939  to  February  23,  1940, 
two  courses  of  bismuth  subsalicylate  in 
oil  (2  cc.  per  dose)  and  two  courses  of 
neoarsphenamine  (0.6  gm.  per  dose)  were 
given.  By  February  23,  the  patient  had 
been  given  the  fifteenth  dose  of  neoars- 
phenamine. 

On  February  25,  the  patient  had  a head- 
ache and  felt  dizzy.  On  February  27,  she 
became  delirious  and  lapsed  into  coma. 
On  this  day,  her  pupils  measured  6 mm. 
in  diameter.  They  dilated  widely  to 
bright  light  and  slowly  contracted  through 
only  a small  range  despite  the  maintained 
light.  The  eyes  tended  to  wander  to  the 
left  but  were  quickly  jerked  back  to  the 
midline  with  coarse,  nystagmoid  move- 
ments. The  optic  fundi  were  normal. 
There  was,  at  times,  increased  resist- 
ance to  passive  movements  of  all  the 
muscles  of  the  trunk  and  extremities. 
These  periods  were  marked  by  tonic  ex- 
tensor spasm,  which  lasted  from  15  to  20 
seconds.  Following  these  episodes,  mus- 
cular tone  became  notably  decreased,  and 
the  respirations  became  slow  and  shal- 
low. There  was  no  spontaneous,  purpose- 
ful movement.  The  tendon  reflexes  in  the 
arms  and  legs  were  hyperactive  bilater- 
ally. The  Hoffmann  sign  was  strongly 
positive  on  both  sides,  and  the  plantar  re- 
sponses were  flexor  bilaterally.  No  ab- 
dominal reflexes  were  obtained.  There 
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was  mild  stiffness  of  the  neck,  but  i 

I ' n, 

Kernig  or  Brudzinski  signs  were  elicit* , 

A lumbar  puncture  performed  at  tf 
time  revealed  an  initial  pressure  of  c 1 
mm.  of  water.  The  cerebrospinal  fli  ® 
was  clear  and  colorless  and  contained!  at 
lymphocyte  and  3 red  blood  cells  per  cul  i J 
millimeter.  The  Pandy  reaction  wl  k 
three  plus,  and  the  total  protein  was  2j 
mg.  per  100  cc.  The  cerebrospinal  flii 
Wassermann  reaction  and  gold-sol  cuij 
were  negative.  i 

By  the  next  day  (February  28)  f 
periodic  tonic  extensor  spasm  had  d 
appeared.  Muscular  resistance  and  t ; 
tendon  reflexes  were  normal  and  eqtl 
in  all  extremities.  A second  lumtj 
puncture  at  this  time  revealed  a cereb 
spinal  fluid  pressure  of  200  mm.  T 
fluid  was  clear  and  colorless.  It  c< 
tained  no  white  cells  but  8 red  cells.  T 1 
Pandy  reaction  was  one  plus.  The  ] 
tient  died  on  February  29. 

Post  mortem  findings  included,  in  ad  ■ 
tion  to  pathologic  changes  in  the  nerve? 
system,  confluent  lobular  pneumonia  wi. 
acute  fibrinous  pleuritis,  acute  bronchi! , 
left  ventricular  hypertrophy,  severe  to:: 
hepatosis  and  focal  necrosis  of  the  liv 
acute  splenitis,  toyic  nephrosis,  eat 
atherosclerosis  of  the  aorta,  mild  pleui  :i 
fibrosis,  cystic  right  ovary,  intracanalk  i 
lar  fibroadenoma  of  the  breast,  a 
leiomyoma  of  the  uterus. 

The  convolutions  of  the  brain  wt1 
moderately  flattened  and  broadened,  a 
the  vessels  of  the  meninges  were  cc 
gested.  There  was  herniation  of  t 
uncus  of  the  temporal  lobe  on  both  sid 
more  marked  on  the  left.  There  was 
well-defined  cerebellar  pressure  co 
which,  although  small,  was  sharply  : 
dented,  particularly  on  the  left  side. 

Throughout  the  white  matter  of  t 
sectioned  brain  there  were  discrete 
confluent  bright  red,  pin-point  lesions,  i 
sembling  petechiae,  which  tended  to  : 
volve  both  hemispheres  symmetrical 
The  authors  do  not  think  these  were  i 
portant  factors  in  the  analysis  of  t 
lesions. 

According  to  the  authors,  the  most  i 
portant  lesions  found  in  the  nervous  s : 
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n were  widespread  and  multiple  foci 
perivascular  softening  and  demyelina- 
n which  were  disseminated  throughout 
p cerebral  hemispheres  but  which  were 
isent  in  the  brain  stem.  This  perivas- 
lar  necrosis  was  not  related  to  the 
morrhage  and  was  present  only  in  the 
lite  matter.  In  the  centers  of  such 
ions  capillaries  or  precapillaries  with 
rkedly  swollen  or  completely  destroyed 
lothelium  could  be  seen.  Immediately 
Grounding  each  central  vessel  was  an 
|ea  of  necrosis  which  was  relatively  acel- 
ar  but  in  which  a few  macrophages 
ith  ingested  pigment  were  noted. 

The  changes  in  the  nerve  cells  of  the 
mispheres  and  brain  stem  were  wide- 
:ead  and  consisted  chiefly  of  moderate 
: severe  chromatolysis.  There  was  some 
al  proliferation.  No  histologic  evi- 
nce of  syphilis  was  seen. 

There  were  no  signs  of  pneumonia  be- 
:e  the  patient  died,  although  evidence 
t the  disease  was  found  at  autopsy. 

- e clinical  signs  were  those  of  an  over- 
lielming  neurologic  catastrophe  that  re- 
tted in  death  88  hours  after  the  initial 
soaptom  of  a slight  headache.  How- 
(ir,  the  possibility  that  an  acute  infec- 
tn  was  responsible  for  the  enceplialopa- 

cannot  be  discarded. 

! — ■ 

LABORATORY 

RESEARCH 



' e toxicity  and  trypanocidal  activity  of 
commercial  neoarsphenamine.  C.  A. 
Morrell  and  M.  G.  Allmark.  J.  Am. 
Pharm.  Assoc.,  Scient.  Ed.,  Washing- 
ton, 30:  33-38,  Feb.  1941. 

The  toxicity  of  neoarsphenamine, 
i sphenamine,  and  sulfarsphenamine  sold 
i Canada  is  subject  to  regulations  under 
s Food  and  Drugs  Act  of  Canada.  The 
'xicity  is  expressed  as  a percent  of  the 
-ternational  Standard  preparation, 
itches  of  the  drugs  having  toxicities 
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greater  than  120  percent  are  not  sold  in 
Canada. 

The  authors  report  the  results  of  ap- 
proximately 200  routine  assays  of  neo- 
arsphenamine for  toxicity  and  76  tests 
for  trypanocidal  activity.  It  has  pre- 
viously been  recommended  that  the  try- 
panocidal activity  of  commercial  neo- 
arsphenamine should  not  be  less  than 
80  percent  of  the  International  Standard. 

The  materials  and  methods  used  are 
described  in  detail. 

The  toxicities  of  the  products  of  nine 
different  manufacturers  averaged  from 
80  to  115  percent  of  the  International 
Standard.  There  was  no  doubt  that 
some  neoarsphenamines  were  better  than 
others  (judged  by  these  tests).  Three 
of  the  brands  were  definitely  superior 
because  their  toxicities  were  low  and 
they  had  little  variation  from  lot  to  lot. 

Neoarsphenamine  having  a low  tox- 
icity need  not  have  a low  trypanocidal 
activity.  Most  of  the  brands  tested 
which  showed  a low  toxicity  had  a high 
trypanocidal  potency.  The  most  toxic 
were  usually,  though  not  always,  the 
least  active.  One  manufacturer  pre- 
pared a product  with  uniformly  low  tox- 
icity which  was  at  the  same  time  the 
most  potent  of  those  examined. 

Single-dose  and  multiple-dose  varia- 
tions of  the  methods  for  toxicity  and 
trypanocidal  activity  were  used  in  this 
study.  The  simplicity  of  the  one-dose 
technic,  especially  in  the  calculation  of 
results,  is  a strong  recommendation  in 
its  favor,  especially  in  routine  assays 
where  a large  number  of  tests  must  be 
done  each  week.  However,  it  is  not  ad- 
visable to  adopt  this  method  until  ex- 
perience gained  with  the  animals  and 
drugs  used  has  indicated  that  it  is  feas- 
ible. It  should  not  be  employed  when 
investigating  new  substances  or  in  re- 
search problems. 

Steeper  dosage-response  curves  yield 
more  accurate  assays.  They  imply  less 
individual  variation  in  the  test  animals. 
Every  effort  consistent  with  economy  of 
labor  and  material  should  be  made  to 
increase  their  slopes.  Individual  varia- 
tion may  be  reduced  by  maintaining  a 
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satisfactory  and  constant  environment 
and  by  close  inbreeding  of  the  animals. 

The  authors  were  unable  to  increase 
uniformity  significantly  by  inbreeding 
their  test  animals.  Other  investigators, 
however,  have  shown  definitely  that  con- 
siderable improvement  in  accuracy  results 
from  the  use  of  a carefully  bred  and 
tended  stock  of  animals. 

The  slopes  of  the  regression  lines  for 
sulfarsphenamine,  arsphenamine,  and 
mapharsen  were  computed  for  a few  as- 
says, using  male  rats  in  most  of  the  tests. 
The  numerical  results  are  reported. 

The  following  tables  are  presented : 
(1)  Toxicity  of  4 Canadian  standards  for 
neoarsphenamine  in  terms  of  the  Interna- 
tional Standard.  (2)  Trypanocidal  activ- 
ity of  2 Canadian  standards  for  neoars- 
phenamine in  terms  of  the  International 
Standard.  (3)  Toxicity  of  9 brands  of 
neoarsphenamine  offered  for  sale  in  Can- 
ada. (4)  Trypanocidal  activity  of  4 
brands  of  neoarsphenamine  offered  for 
sale  in  Canada.  (5)  Ratio  of  trypano- 
cidal activity  to  toxicity  of  some  brands 
of  neoarsphenamine  sold  in  Canada.  (6) 
Slope  of  the  regression  lines  which  show 
dosage-mortality  relationship  for  the  de- 
termination of  the  toxicity  of  neoars- 
phenamine using  albino  rats.  (7)  Dif- 
ference in  the  slope  of  the  regression 
lines  for  the  toxicity  of  neoarsphenamine 
due  to  the  sex  of  the  rats.  (8)  Slope  of 
regression  lines  showing  dosage-response 
relationship  in  the  determination  of  the 
trypanocidal  value  of  neoarsphenamine 
using  albino  rats. 

Cyanosis  in  treatment  with  sulfonamide 

compounds.  N.  Svartz  and  S.  Kallner. 

Acta  med.  Scandinav.,  Stockholm,  104: 

309-312,  1940. 

These  authors  point  out  that  the  cya- 
notic discoloration  of  the  skin  in  patients 
treated  with  sulfonamide  compounds  is 
due  to  a darkening  of  the  blood  which  is 
associated  with  the  erythrocytes  and  not 
due  to  the  presence  of  either  methemo- 
g'lobin  or  sulfhemoglobiu.  A study  of  the 
oxygen-combining  power  of  the  blood 
showed  that  the  cyanosis  in  these  cases 
was  not  of  the  ordinary  type.  It  was 


found  that  when  erythrocytes  from 
tients  treated  with  sulfonamides 
washed  with  physiologic  salt  solution  is 
then  shaken  with  air,  they  assume  • 
light  color  of  normal  blood,  whereas 
washed  erythrocytes  either  do  not  beco 
lighter  in  color  or  only  very  slightly 
The  substance  responsible  for  the  dark 
ing  of  color  easily  diffuses  through  1 
membrane  of  the  erythrocyte  into 
plasma.  This  can  be  demonstrated 
adding  plasma  from  patients  treated  w 
sulfonamides  to  normal  erythrocytj 
The  latter  will  be  found  to  become  darl 
in  color  and  will  retain  this  dark  colol 
tion  even  when  shaken  with  air.  1i 
authors  therefore  assume  that  the  da! 
ening  of  the  blood  is  due  to  the  fact  t! 
a substance,  colorless  in  itself,  and  pres> 
in  both  erythrocytes  and  plasma,  form) 
colored  combination  with  some  consti 
ent  normally  occurring  in  the  eryth- 
cytes.  By  dialysis  of  blood  obtained  fr 
a person  treated  with  sulfonamide  8 
substance  causing  the  darkening  of  i 
erythrocytes  can  be  obtained  in  soluti 
and  afterwards  concentrated.  The  ad' 
tion  of  even  a very  small  quantity  of  3 
concentrated  dialysate  is  enough  to  p 
vent  normal  erythrocytes  from  becom; 
lighter  in  color  when  shaken  with 
But  if  the  blood  is  first  shaken  until i 
assumes  a lighter  color  it  will  not  beco 
dark  on  the  addition  of  the  dialysa 
Reduced  hemoglobin  is  therefore  nec 
sary  to  bring  about  the  darkening  of  1 
blood.  Further  experiments,  which  : 
to  be  reported  in  detail  later,  showed  tl  t 
in  all  probability  the  cause  of  the  da 
ening  of  the  blood  and  of  the  cyanotic  c- 
coloration  of  the  skin  are  the  amide  e 
stituent  of  the  sulfonamide  compouii  : 
and  the  porphyrin  group  in  the  her- 
globin.  These  investigations  are  bei! 
continued. 

Studies  on  the  supposed  incompatibil 

of  arsphenamine  and  sulfonamides. 

Caletti.  Dermosifilografo,  Milano,  / 

707-712,  Nov.  1940. 

Streptosil  (para-amino-phenyl-sul: 
mide)  in  a dosage  of  0.2  gm.  per  kg.  a 
neoarsphenamine  in  a dosage  of  0.2 
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£.3  grn.  per  kg.  were  simultaneously  ad- 
ministered to  a series  of  10  rabbits  and 
guinea  pigs. 

1.  Streptosil  was  injected  intramuscu- 

ra 

irly  in  an  amount  of  10  cc.  of  a 2-percent 
Dlution  per  kg. ; neoarspbenamine  was 
Iso  injected  intramuscularly  in  doses  of 
.10,  0.2,  and  0.3  gm.  per  kg.  Treatment 
/as  given  every  3 days  for  a period  of 
1 days.  No  noticeable  effects  of  this 
:eatment  were  observed. 

1 2.  Intravenous  injection  of  neoarsphen- 
mine,  in  a dosage  beginning  with  0.08 
m.  per  kg.  and  increasing  in  a month 
p to  0.30  gm.  per  kg.  was  immediately 
allowed  by  intravenous  injection  of  10 
of  2 percent  streptosil  per  kg.,  injec- 
ons  being  given  at  3-day  intervals, 
'he  animals  remained  normal  in  every 
ray  and  gained  weight. 

3.  Injections  were  made  as  in  2,  except 
aat  the  neoarsphenamine  solution  was 
dded  to  the  streptosil  solution  before 
eing  injected.  No  untoward  effects 
ere  observed. 

I When  the  dose  of  neoarsphenamine 
ontained  in  the  streptosil  solution  was 
lcreased  up  to  0.60  gm.  per  kg.,  rabbits 
ied  30  hours  after  injection  of  this  dose. 
Over  a period  of  6 months,  15  persons 
eceived  simultaneous  treatment  with 
treptosil  and  neoarsphenamine  because 
ley  had  both  syphilitic  and  gonorrheal 
ifections,  without  ill  effect. 

These  findings  indicate  that  treatment 
'ith  arsphenamines  and  sulfonamides 
lay  be  safely  given  at  the  same  time. 

itravenous  toxicity  of  heparin-sodium 
sulfapyridine  combinations  and  pro- 
tective action  of  barbiturates.  N.  A. 

David,  N.  M.  Phatak,  H.  Donnell  and 
H.  Yehrs.  J.  Am.  Pharm.  Assoc.,  Scient. 
Ed.,  Washington,  30:  38-40,  Feb.  1941. 

In  cases  of  subacute  bacterial  endocar- 
itis  it  would  seem  desirable  to  give  a 
iemotherapeutic  agent  simultaneously 
ith  the  intravenous  administration  of 
eparin  in  order  to  clear  the  blood  stream 
f the  invading  microorganisms  and  at 
ie  same  time  to  prevent  further  depo- 
tions of  thrombotic  masses  on  the  heart 
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valves.  The  authors  report  the  results 
of  experiments  on  7 dogs  to  determine  the 
safety  of  such  treatment.  Five  of  the 
dogs  survived  the  experiments. 

The  most  constant  side  effects  noticed 
after  the  oral  or  intravenous  administra- 
tion of  toxic  doses  of  sodium  sulfapyri- 
dine to  the  dogs  were  nausea,  vomiting, 
generalized  clonic  and  tonic  convulsions, 
acidosis,  drug  fever,  coma,  and  finally 
death.  Moderate  or  even  therapeutic 
amounts  caused  nausea,  salivation,  vomit- 
ing and  often  mild  jerky  muscular 
tremors.  Since  the  mixtures  were  ad- 
ministered intravenously,  the  toxic  effects 
noted  must  be  attributed  to  central  nerv- 
ous system  stimulation  rather  than  to 
local  gastric  irritation  or  to  a reflex  there- 
from. In  all  animals  repeated  adminis- 
trations of  ether  inhalation  or  a single 
parenteral  injection  of  15  to  20  mg.  per 
kg.  of  sodium  pentobarbital  was  sufficient 
to  prevent  the  convulsive  seizures  and  to 
prevent  the  muscular  exhaustion  of  the 
animals.  However,  ether  administra- 
tion alone  failed  to  protect  the  animals 
completely.  Intraperitoneal  injection  of 
15  to  20  mg.  per  kg.  of  sodium  pentobarbi- 
tal given  20  to  30  minutes  previous  to  or 
scon  after  completion  of  the  injection 
of  sodium  sulfapyridine  not  only  mini- 
mized the  toxicity  of  the  drug  but  com- 
pletely protected  the  animals  from  con 
vulsive  seizures  and  certain  death.  When 
sodium  pentobarbital  was  given  in  con- 
junction with  the  intravenous  adminis- 
tration of  sodium  sulfapyridine  and 
heparin  mixtures,  the  dogs  invariably  re- 
covered completely  from  the  effects  of  the 
drugs  in  less  than  24,  hours.  This  use  of 
the  barbiturate  (a  short-acting  one)  was 
not  only  spectacular  but  a definite  life- 
saving measure.  It  should  be  therapeu- 
tically valuable  in  counteracting  the  toxic 
effects  of  sulfonamides  administered  to 
humans. 

A mixture  of  sodium  sulfapyridine  and 
heparin  remains  stable  in  solution  for  at 
least  6 to  10  hours  and  often  as  long  as  a 
week  (dependent  on  the  condition  of  stor- 
age). Such  a mixture  is  not  stable  in 
either  a glucose  or  a glucose-saline  vehi- 
cle. 
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From  the  results  of  these  experiments, 
the  authors  conclude  that  heparin  and 
sodium  sulfapyridine  mixtures  may  be 
safely  administered  intravenously  as  a 
continuous  drip.  They  found  that  the 
use  of  sodium  pentobarbital,  orally  or 
parenterally  in  hypnotic  doses,  either 
previous  to  treatment  or  simultaneously 
with  it,  is  not  only  beneficial  but  advisa- 
ble as  an  adjunct  to  reduce  the  untoward 
manifestations  of  sodium  sulfapyridine 
therapy.  Use  of  molar  sodium  lactate  to 
counteract  the  acidosis  was  found  prefer- 
able to  either  physiologic  saline  or  glucose 
solutions  as  a vehicle  for  the  parenteral 
administration  of  heparin  and  sodium 
sulfapyridine. 

Penetration  of  sulfathiazole  in  the  eye. 

John  G.  Bellows  and  Hermann  Chinn. 

Arch.  Ophth.,  Chicago,  25:  294-298, 

Feb.  1941. 

The  concentration  of  sulfathiazole  in 
the  blood  and  spinal  fluid  and  in  the 
various  ocular  tissues  and  fluids  of  the 
dog  was  determined  1,  2,  4,  6,  and  24  hours 
after  oral  administration  of  the  drug. 
The  maximum  concentration  was  reached 
from  4 to  6 hours  after  administration  of 
the  drug.  Higher  concentrations  were 
found  consistently  when  sulfathiazole  was 
given  dissolved  in  hydrochloric  acid  than 
when  it  was  given  in  an  aqueous 
suspension. 

In  one  series,  the  dosage  given  was  0.2 
gm.  of  sulfathiazole  per  kg.  of  body 
weight,  suspended  in  15  to  20  cc.  of  water 
and  administered  by  stomach  tube  to  dogs 
under  sodium  pentobarbital  anesthesia. 
Since  preliminary  tests  indicated  that  the 
highest  concentration  was  reached  after 
4 to  6 hours,  the  eyes  were  removed  at 
these  times  and  the  constituent  tissues 
analyzed.  A similar  procedure  was 
adopted  with  another  series  of  dogs,  but 
the  sulfathiazole  was  dissolved  iu  hydro- 
chloric acid  before  administration. 

The  concentrations  found  4 hours  after 
administration  of  sulfathiazole  dissolved 
in  hydrochloric  acid  were  as  follows : In 
blood,  7.4  mg.  percent;  aqueous  humor, 
0.4  mg.  percent;  cerebrospinal  fluid,  1.0 
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mg.  percent ; lens,  0.0  mg.  percent ; corne: 
2.0  mg.  percent ; sclera,  10.4  mg.  percent 
chorioretinal  layer,  4.9  mg.  percent ; vi 
reous  humor,  0.9  mg.  percent ; conjunctive 
8.4  mg.  percent. 

The  concentrations  found  6 hours  afte 
the  administration  of  sulfathiazole  sui 
pended  in  water  were  as  follows : I 
blood,  2.0  mg.  percent ; aqueous  humor,  0. 
mg.  percent ; cerebrospinal  fluid,  0.1  mj 
percent ; lens,  0.0  mg.  percent ; cornea,  0. 
mg.  percent ; sclera,  2.5  mg.  percent ; chor 
oretinal  layer,  2.4  mg.  percent ; vitreou 
humor,  0.4  mg.  percent ; conjunctiva,  2 


mg.  percent. 

The  most  significant  finding  in  eac 
group  was  the  failure  of  sulfathiazole  t 
penetrate  into  the  aqueous  humor,  vitr< 
ous  humor,  or  spinal  fluid  in  appreciabl 
quantities.  In  practically  every  case,  les 
than  0.5  mg.  per  hundred  cc.  could  be  d< 
tected  in  these  fluids,  and  in  most  case 
less  than  0.1  mg.  percent. 

The  lens,  which  is  nourished  by  th 
surrounding  media,  contained  no  sulfa 
thiazole  at  any  time.  The  cornea  showe 
small  amounts,  with  the  more  vascula 
uveal,  retinal,  and  conjunctival  tissue 
containing  a somewhat  higher  concec 
tration.  The  scleral  tissue  uniform! 
had  the  highest  concentration  of  th 
drug,  sometimes  exceeding  even  the  cor 
centrations  in  the  blood  (the  reason  fo 
this  is  unknown). 

Concentrations  of  sulfanilamide  foum 
ir.  dogs  4 hours  after  oral  administratioii 
of  0.2  gm.  per  kg.  of  body  weight  wer 
as  follows : Blood,  18.0  mg.  percent 
aqueous  humor,  10.9  mg.  percent;  vitre 
cus  humor,  8.4  mg.  percent ; cornea  am 
sclera  combined,  13.4  mg.  percent ; chorio 
retinal  tissue,  15.2  mg.  percent ; and  lens 
2.7  mg.  percent. 

The  concentrations  of  sulfapyridim 
found  4 hours  following  oral  administra 
tion  of  the  same  dosage  of  this  drui 
were  as  follows : Blood,  6.1  mg.  percent 
aqueous  humor,  4.9  mg.  percent ; vitreou; 
humor,  5.8  mg.  percent;  spinal  fluid,  3.! 
mg.  percent;  cornea,  6.8  mg.  percent 
sclera,  7.0  mg.  percent;  chorioretina 
tissue,  6.3  mg.  percent ; and  lens,  1.1  mg 
percent. 


» 
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The  clinical  value  of  sulfathiazole  may 
3 enhanced  when  it  is  given  with  hy- 
rochloric  acid  to  ensure  more  rapid 
bsorption.  This  precaution  should  he 
1 particular  importance  when  the  drug 
mst  be  given  to  achlorhydric  patients. 
The  value  of  sulfathiazole  in  ocular  in- 
actions is  decidedly  limited  because 
ily  traces  of  the  drug  will  enter  the 
rascular  tissues  and  fluids  of  the  eye. 
his  suggests  that  sulfathiazole  would 

* ineffective  in  endogenous  and  exog- 
ious  infections  of  the  ocular  media, 
owever,  justification  exists  for  its  use 
i gonococcal  and  certain  other  infections 
j:  the  uveal,  retinal,  and  conjunctival 
ssues. 

bservations  on  the  toxicology  of  sulf- 
athiazole and  some  related  com- 
pounds. H.  A.  Walker  and  H.  B.  van 
Dyke.  J.  Pharmacol.  &Exper.  Therap., 
Baltimore,  71 : 138-150,  Feb.  1941. 

From  experiments  carried  out  by  the 
:ithors  it  was  determined  that  the  doses 
|i  the  sodium  salts  of  sulfanilamide,  sulf 
pyridine,  sulfathiazole,  and  certain 
lalogues  of  sulfathiazole  which,  after  a 
ngle  subcutaneous  injection  into  albino 
viss  mice  cause  a mortality  of  50  per- 
nt,  were,  in  terms  of  millimols  per 
logram  body  weight,  as  follows : Sulfa- 
lamide,  13.45 ; sulfapyridine,  3.24 ; sulfa- 
iazole,  5.18 ; sulfamethylthiazole,  3.29 ; 
Ifaethylthiazole,  0.80 ; sulfaphenylthi- 
ole,  1.39. 

The  toxic  effects  of  repeated  doses  of 
lfapyridine,  sulfathiazole,  and  sulfa- 
ethylthiazole  were  compared  by  feeding 
ch  drug  mixed  with  food  in  concentra- 
ins  of  0.5  and  1.0  percent  to  groups  of 
owing  male  and  female  rats  for  50 
ys.  Concretions  and  associated  dam- 
;e  to  the  kidneys,  an  increase  in  the  per- 
ntage  of  neutrophiles  in  the  blood,  as 
ell  as  interference  with  growth,  were  all 
i ;ost  strikingly  present  as  a result  of  the 

• '.ministration  of  sulfamethylthiazole. 
ily  sulfamethylthiazole  caused  lymph- 

13  atrophy  of  the  spleen  in  rats.  Sulfa- 
iazole  caused  no  change  in  the  distri- 
ition  of  leukocytes.  In  some  mammals, 
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such  as  the  mouse  and  rabbit,  toxic  symp- 
toms and  accompanying  pathologic 
changes  were  more  pronounced  after  oral 
administration  of  repeated  doses  of  sulfa- 
thiazole than  after  sulfapyridine  simi- 
larly administered. 

Additional  metabolic  experiments  in 
rats  indicated  that  after  administration 
by  stomach  tube,  sulfathiazole  and  sulfa- 
pyridine were  equally  well  absorbed  dur- 
ing the  24  hours  following  a single  dose, 
but  that  much  less  of  the  sulfathiazole 
underwent  conjugation.  It  is  probable 
that  free  sulfathiazole  is  removed  from 
the  blood  more  rapidly  than  free  sulfa- 
methylthiazole or  free  sulfapyridine 
whereas  the  conjugated  drug  is  probably 
excreted  differently. 

Ocular  lymphogranuloma  venereum. 

John  P.  Macnie.  Arch.  Ophth.,  Chi- 
cago, 25:  255-279,  Feb.  1941. 

The  author  reviews  the  literature  on 
venereal  lymphogranuloma  and  on  the 
ocular  manifestations  of  the  disease.  He 
discusses  the  stages  of  the  disease,  the 
constitutional  symptoms,  various  names 
applied  to  the  disease,  distribution  of  the 
disease,  etiology,  properties  of  the  virus, 
immunology,  transmission  to  animals, 
pathology,  differential  diagnosis,  and 
treatment. 

Cases  of  venereal  lymphogranuloma 
have  been  reported  showing  conjunctivitis, 
retinal  hemorrhages,  episcleritis  and  peri- 
papillary edema,  as  well  as  dilatation, 
tortuosity,  or  dark  coloration  of  the  ret- 
inal vessels. 

Nine  cases  of  Parinaud’s  oculoglandular 
syndrome  in  patients  infected  with  the 
virus  of  venereal  lymphogranuloma  have 
been  reported.  In  four  of  these  the  con- 
junctival secretion  or  excised  conjuncti- 
val tissue  has  been  shown  to  contain  the 
virus. 

A series  of  30  patients  with  keratocon- 
junctivitis and  uveitis  were  subjected  to 
the  Frei  test.  Of  these,  4 had  positive 
reactions  and  were  found  to  have  rectal 
symptoms  consistent  with  venereal  lym- 
phogranuloma. Other  pathologic  condi- 
tions in  all  4 could  have  accounted  for 
the  ocular  symptoms,  but  venereal 
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lymphogranuloma  was  a possible  etiologic 
factor  in  3 of  the  cases. 

Successful  inoculations  of  animal  eyes 
with  the  virus  of  venereal  lymphogranu- 
loma and  successful  transfer  from  eye  to 
eye  by  means  of  infected  aqueous  humor 
have  been  reported.  Infected  aqueous 
humor  has  also  produced  characteristic 
meningoencephalitis  in  white  mice,  and 
antigens  from  these  infected  brains  have 
given  positive  Frei  reactions.  Granulo- 
corpuscles  have  been  reported  in  scrap- 
ings from  the  posterior  surface  of  the 
cornea  of  experimentally  infected  eyes. 

An  experimental  study  with  animals 
was  undertaken  in  an  effort  to  confirm 
the  foregoing  findings.  The  virus  used 
was  isolated  from  human  glandular  ma- 
terial in  August  1938.  During  the  course 
of  this  study  the  virus  was  maintained  in 
tissue  cultures  consisting  of  embryonic 
guinea  pig  in  serum  ultrafiltrate  and  by 
intracerebral  mouse  inoculation.  The 
author  reports  the  following  findings : 
(1)  Keratitis  and  uveitis  were  produced 
in  the  eyes  of  13  of  19  guinea  pigs  by  in- 
jecting infected  mouse  brain  antigen  into 
the  anterior  chamber.  (2)  The  infection 
could  not  be  introduced  into  other  guinea 
pig  eyes  by  transfer  of  aqueous  humor. 
(3)  Some  of  the  same  aqueous  humor 
inoculated  intracerebrally  produced  the 
symptoms  of  venereal  lymphogranuloma 
in  white  mice.  (4)  Infected  aqueous 
humor  was  introduced  into  a tissue  cul- 
ture, and  an  antigen  from  this  culture 
produced  a positive  Frei  reaction.  (5) 
Tests  for  cutaneous  sensitivity  in  9 in- 
fected guinea  pigs  yielded  4 positive,  2 
doubtful,  and  3 negative  results.  (6) 
Smears  from  the  iris  and  posterior  sur- 
face of  the  cornea  of  infected  guinea  pig 
eyes,  when  stained  according  to  the 
Giemsa  method,  showed  structures  of 
varying  size  resembling  the  elementary 
and  initial  bodies  of  trachoma. 

The  author  says  that  there  is  no  thor- 
oughly satisfactory  treatment  for  venereal 
lymphogranuloma.  Reports  have  ap- 
peared in  the  literature  of  the  use  of  anti- 
mony, gold,  copper,  and  iron  compounds ; 
of  salicylic  acid  and  potassium  tartrate; 
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of  foreign  protein,  heat,  and  ultravioh 
radiation ; of  surgical  incision  and  e: 
cision  of  glands,  and  of  dilatation  or  c* 
lostomy  for  stricture.  Sulfanilamide  an 
its  related  compounds  seem  to  be  vali 
able  in  this  disease. 

Propagation  of  the  virus  of  lymphs 
granuloma  venereum  on  the  chorioa 
lantois  of  the  developing  egg.  Marie 
E.  Howard  and  Winifred  S.  Hull. 
Infect.  Dis.,  Chicago,  68:  73-78,  Jan 
Feb.,  1941. 

The  authors  report  a series  of  attempl  i 
to  cultivate  the  virus  of  venereal  lymph* 
granuloma  on  the  chorioallantoic  men 
brane  of  the  developing  egg.  It  wg 
hoped  that  a simple  and  suitable  metho 
for  titrating  the  virus  might  thus  becorr 
available  and  that  lesions  might  resu 
which  would  serve  to  distinguish  th: 
virus  from  others  producing  a round  ce  ; 
meningo-enceplialitis  following  the  intr: 
cerebral  inoculation  of  mice.  The  mi 
terials  and  methods  used  are  describe 
in  detail. 

Seven  separate  attempts  were  made  1 
propagate  the  virus.  In  four  the  vin 
was  successfully  carried  for  6,  8,  10,  an 
12  generations,  respectively,  before  th  i 
work  was  stopped.  In  three  instance  j 
the  virus  was  lost  by  the  fourth  or  fift 
egg  passage.  In  all  of  the  series  the: 
was  a diminution  in  the  virulence  of  th 
virus  for  mice  following  the  first  eg 
passage.  I 

The  time  at  which  transfers  were  madfl 
seemed  to  be  an  important  factor  in  d 
termining  whether  or  not  the  virus  woul 
survive.  It  was  found  that  routine  pa: 
sage  in  eggs  every  2 to  4 days  was  moi 
satisfactory  than  if  a longer  time  b* 
tween  transfers  was  allowed  to  elapse  I 
This  timing  happened  to  be  approx 
mately  the  same  as  that  used  in  the  roi, 
tine  animal  transfers  of  these  strain  i 
Infected  egg  membranes  incubated  fc 
2 to  4 days,  often  without  macroscopi  ■>< 
lesions,  seemed  to  have  a higher  infe* 
tivity  than  those  incubated  for  longc 
periods  of  time.  Lesions  were  moi 
likely  to  be  found  4 to  6 days  after  inoci 
lation  than  at  earlier  periods. 
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Infeclivity  in  eggs  and  tlie  antigenic 
1 tency  of  infected  membranes  (as  meas- 
ed  by  skin  tests  in  human  cases)  did 
t run  a parallel  course.  Membranes 
th  demonstrable  infectivity  for  other 
g membranes  and  for  mice  usually 
cited  only  small  skin  reactions  when 
ide  into  Frei  antigen,  and  sometimes 
ne  at  all.  The  membranes  showing 
finite  lesions  gave  larger  Frei  tests  but 
tie  evidence  of  infectivity. 

This  .has  its  analogy  in  human  as  well 
animal  material.  Active  virus  is  more 
fily  obtained  from  recently  infected 
inds  in  which  the  clinical  evidences  of 
ppuration  are  slight.  Frei  antigen  pre- 
fed from  such  glandular  material  usu- 
s ly  produces  only  small  skin  reactions, 
e pus  of  old  suppurating  lesions  has  a 
v infectivity  for  animals  although  it 
kes  excellent  antigen, 
f Among  the  7 series  discussed  by  the  au- 
tbrs,  lesions  were  found  in  less  than  30 
ircent  of  all  membranes  examined, 
lese  lesions  were  not  distinguishable 
i'iicroscopically  from  those  produced  by 
ifeier  viruses,  and  it  was  sometimes  doubt- 
f whether  they  were  more  than  the  non- 
j??cifie  lesions  which  have  been  described 
i:  membranes  of  eggs  which  had  been 
limed  and  incubated  for  12  to  16  days, 
■croscopically,  however,  they  resembled 
i small  abscesses  found  in  infected  hu- 
i|  n glands.  The  low  incidence  of  lesions 
i:  de  it  seem  that  this  method  of  prop- 
..  Biting  the  virus  would  not  provide  a 
Biple  method  for  titrating  it. 

The  variations  in  the  size  of  the  Frei 
§ts  resulting  from  the  use  of  infected 
i*;-membrane  antigen  indicate  that  the 
i ected  chorioallantois  is  not  a reliable 
sirce  of  Frei  antigen. 

Implement-fixation  test  in  lympho- 
granuloma venereum.  Geoffrey  Rake, 
Morris  F.  Shaffer,  Clara  M.  McKee  and 
> -Helen  P.  Jones.  Proc.  Soc.  Am.  Baet., 
jib  Bact.,  Baltimore,  41:  55,  Jan.  1941. 
1 

ly  employing  antigens  derived  from 
t ■ yolk-sac  of  the  developing  chick  em- 
lTo  or  the  lungs  of  mice  following  in- 
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fection  of  these  tissues  with  the  agent  of 
venereal  lymphogranuloma,  successful 
complement  fixation  tests  have  been  ob- 
tained in  the  presence  of  serum  from 
individuals  with  this  disease.  The  suc- 
cessful demonstration  of  the  reaction  ap- 
pears to  depend  on  the  fact  that  the  anti- 
gens now  used  have  a content  of  virus 
many  thousands  times  as  great  as  those 
previously  available.  The  complement 
fixation  test  appears  to  be  specific. 

In  57  individuals  thought  to  be  clini- 
cally lymphogranulomatous,  the  serums  of 
all  fixed  complement.  In  28  individuals 
thought  not  to  be  lymphogranulomatous, 
the  serums  of  26  failed  to  fix  comple- 
ment while  those  of  2 did.  Explanations 
for  the  reactions  in  these  2 cases  were 
possible.  Serums  from  69  syphilitic  indi- 
viduals have  been  tested.  Positive  com- 
plement fixation  tests  were  obtained  in 
over  50  percent  of  them.  In  23  of  this 
group,  the  results  of  the  complement  fixa- 
tion test  were  checked  with  Frei  tests 
using  Lygranum  (yolk-sac  antigen)  ; in 
17  there  was  complete  correlation.  These 
results  suggest  that  there  exists  an  exten- 
sive reservoir  of  latent  infection  with  the 
virus  of  venereal  lymphogranuloma  in  in- 
dividuals who  have  been  exposed  to 
venereal  disease. 

Soluble  antigen  in  lymphogranuloma 

venereum.  Geoffrey  Rake,  Morris  F. 

Shaffer,  Helen  P.  Jones  and  Clara  M. 

McKee.  Proc.  Soc.  Exper.  Biol.  & Med., 

Utica,  46:  300-303,  Feb.  1941. 

The  authors  describe  a series  of  ex- 
periments which  show  clearly  that  the 
ability  of  Seitz  EK  filtrates,  derived 
from  rich  suspensions  of  venereal  lymph- 
ogranuloma virus,  to  fix  complement 
specifically  in  the  presence  of  lympho- 
granulomatous serum  and  to  elicit  a posi- 
tive Frei  reaction  is  due  not  to  elemen- 
tary bodies  of  the  virus  but  to  antigen 
in  a less  highly  organized,  possibly  solu- 
ble, state.  The  failure  of  other  investi- 
gators to  obtain  similar  results  is  doubt- 
less due  to  the  low  concentrations  of 
virus  present  in  the  materials  which 
they  employed. 


223 


Observations  on  the  inhibition  of  sul- 
fonamide action  by  para-aminobenzoic 
acid.  Elias  Strauss,  Francis  C.  LoAvell 
and  Maxwell  Finland.  J.  Clin.  Invest., 
Lancaster,  20:  189-197,  Mar.  1941. 
During  experiments  involving  the  in- 
hibition by  para-aminobenzoic  acid  of  sul- 
fonamide action  upon  pneumococci  and 
upon  the  growth  of  B.  coli  in  human 
urine,  the  following  conclusions  were 
reached : Para-aminobenzoic  acid  is 

readily  absorbed  after  oral  administra- 
tion. Maximum  blood  levels  are  reached 
in  1 to  2 hours  after  ingestion.  Excre- 
tion is  rapid  and  is  practically  completed 
in  12  hours.  Some  of  the  compound  is 
present  in  conjugated  form  in  the  blood 
and  urine.  The  drug  is  found  in  greater 
concentration  in  the  plasma  than  in  the 
red  blood  cells.  Toxic  effects  of  sulfa- 
thiazole  therapy,  as  manifested  by  fever 
and  rash,  were  neither  prevented  nor 
cured  by  the  administration  of  p-amino- 
benzoic  acid  in  amounts  sufficient  to  nul- 
lify the  bacteriostatic  action  of  the  drug 
in  the  blood. 

Note  on  a possible  source  of  error  in  the 
determination  of  sulfapyridine  and 
sulfanilamide.  Mary  Frances  Butler 
and  Samuel  B.  Nadler.  J.  Lab.  & Clin. 
Med.,  St.  Louis,  26:  1052-1053,  Mar. 
1941. 

In  the  course  of  a series  of  sulfapyridine 
determinations  on  a patient  to  whom  sulf- 
apyridine was  administered  parenterally 
at  a constant  rate,  it  was  observed  that 
there  was  a rather  marked  fluctuation  in 
the  blood  level  of  sulfapyridine.  The 
fluctuation  in  blood  level  did  not  corre- 
spond to  alterations  in  the  dose  or  rate 
of  administration  of  sulfapyridine.  It 
was  apparent,  therefore,  that  some  con- 
taminant might  possibly  be  responsible 
for  the  observed  fluctuations.  Upon  in- 
quiry it  was  found  that  it  was  the  com- 
mon practice  for  hospital  interns  to  col- 
lect venous  blood  in  syringes  which  had 
been  used  to  anesthetize  the  skin  with 
2 percent  novocaine  (procaine  hydro- 
chloride) prior  to  venipuncture. 

The  color  development  of  sulfapyridine 
and  sulfanilamide  depends  upon  diazoti- 
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zation  of  primary  aryl  amines.  Proca  ; 
hydrochloride  is  a primary  aryl  ami, 
and  diazotization  of  its  amine  group  wl  i 
the  sulfapyridine  reagents  are  added  - 
suits  in  a pink  color  which  is  identical: 
tinctorial  power  with  that  obtained  fr  ] 
sulfapyridine.  As  an  indication  of  1 
magnitude  of  this  source  of  error,  it  v 
found  that  after  one  drop  of  2 percq 
procaine  hydrochloride  was  added  to  5 j 
of  blood  a sulfapyridine  value  of  12.3  r! 
percent  was  found.  There  is  no  sign 
cant  diminution  in  the  value  if  the  bid 
is  allowed  to  stand  at  room  temperate  i 
for  2 days. 

The  tinctorial  power  of  procaine  hyd . 1 
chloride  as  compared  to  sodium  sulfapj-: 
dine  and  sulfanilamide  was  studied,  usi; 
standard  0.2  percent  and  0.4  percent  so 
tions  of  these  substances.  It  was  for 
that  on  an  equimolecular  basis  the  ti 
torial  power  of  procaine  hydrochloride: 
equal  to  that  of  sulfanilamide  a 
sulfapyridine. 


PUBLIC  IIEAI.TI 
ADMINISTRATE 


Report  of  public  health  committee. 

A.  Nelson.  Tr.  Am.  Neisser.  M.  Sc 

New  York,  1940,  pp.  56-58. 

Nelson  says  the  purpose  of  the  Pub, 
Health  Committee  of  the  American  Ne 
serian  Medical  Society  is  to  define  wt 
it  considers  to  be  sound  procedure  1 
the  control  of  gonorrhea  in  the  light 
recent  developments  in  therapy  and 
laboratory  technic.  The  committee  r 
ommended  that  health  officers  should 
everything  in  their  power  to  provide  f 
the  treatment  of  gonorrhea  in  pub 
clinics,  and  that  serious  effort  should 
made  to  convince  the  public  of  the  i 
portance  of  gonorrhea  control. 

It  was  recommended  that  every  Sts 
and  large  city  laboratory  should 
equipped  for  the  expert  examination 
stained  smears;  every  public  clinic 
which  gonorrhea  is  treated  should 
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ailarly  equipped,  or  should  have  corn- 
rent  laboratory  service  immediately 
lilable.  Single  stain  methods  are  en- 
ely  unreliable.  It  should  be  empha- 
ed  that  this  laboratory  service  is  often 
.dequate  and  frequently  erroneous, 
gative  smears  by  themselves  have  little 
no  significance,  and  attention  should 
given  to  careful  history-taking.  Posi- 
-le  smears  from  vulvovaginal  infections 
^children  must  be  supported  by  indisput- 
ite  evidence  of  exposure  to  a known  in- 
f tion,  or  the  diagnosis  of  gonorrhea 
£)uld  not  be  made  without  cultural  con- 
f nation.  If  cultural  facilities  are  lack- 
specific  therapy  may,  nevertheless,  be 
Heated  on  the  basis  of  clinical  findings 
a 1 positive  smears.  In  the  adult  female, 
^cultural  facilities  are  lacking,  positive 
s ears  must  be  supported  by  a clear  his- 
fy  of  exposure  or  definite  clinical  evi- 
cice  of  infection.  Negative  smears  can- 
1 1 be  used  as  criteria  of  cure  where  any 
cthe  sulfonamides  have  been  used.  All 
norts  of  the  results  of  examination  of 
I s ears  should  include  an  estimate  of  the 
§3  content  in  terms  of  the  number  of  pus 
ifJls  per  oil  immersion  field.  Until  the 
s ology  of  gonorrhea  is  improved,  it  is 
Sidsed  that  its  use  as  a routine  procedure 
fc  discontinued. 

The  committee  further  recommends  that 
tilth  officers  prepare  treatment  sched- 
Cs  for  the  proper  use  of  the  sulfonamides 
t public  clinics  and  that  clinic  physicians 
b required  to  treat  gonorrhea  as  well  as 
s ihilis.  The  use  of  sulfanilamide  should 
b discontinued,  since  it  is  inefficient  and 
P duces  many  carriers.  Sulfapyridine  is 
siewhat  more  efficient  in  its  rate  of 
c e but  has  the  same  disadvantage  as 
s fanilamide  in  the  production  of  reac- 
t:is.  To  date,  sulfathiazole  has  proved 
ti  most  effective  in  cure  and  causes  al- 
ii st  no  reactions.  Clinic  physicians 
s.  uld  be  trained  in  the  more  complicated 
nchods  of  therapy  which  must  be  used 
"2n  chemotherapy  fails.  It  should  be 
tl  policy  of  all  health  departments  to 
Sl  ply  sulfathiazole  to  all  public  clinics. 
V ether  the  health  department  should 
d :ribute  the  drug  to  private  physicians 


will  depend  upon  how  well  satisfied  the 
health  officer  may  be  that  he  can  control 
its  use. 

The  operation  of  the  premarital  law  in 

the  physician’s  office.  Fred  W.  Cau- 
dill. Kentucky  M.  J.,  Bowling  Green, 

39 : 94-96,  Mar.  1941. 

The  Kentucky  premarital  law  became 
effective  January  1,  1941.  Based  upon 
the  results  obtained  under  the  prenatal 
examination  law,  the  operation  of  the 
premarital  law  should  disclose  serologic 
evidence  of  syphilis  in  1,900  to  2,000  of 
the  100,000  persons  who  apply  for  mar- 
riage licenses  in  Kentucky  annually. 
From  June  12,  1940,  when  the  prenatal 
examination  law  went  into  effect,  until 
Nov.  22, 1940,  1.9  percent  of  the  pregnant 
women  examined  had  positive  serologic 
reactions.  This  means  that  in  a year, 
during  which  about  60,000  children  are 
born  in  Kentucky,  approximately  1,100 
women  would  be  found  who  are 
syphilitic. 

The  responsibility  for  making  the  diag- 
nosis of  syphilis  in  marriage  license 
applicants  rests  upon  the  examining 
physician.  He  must  make  a thorough 
and  careful  examination  of  the  applicant, 
and  he  should  keep  a record  of  these 
findings  in  case  there  should  be  a ques- 
tion as  to  his  diagnosis.  When  he  re- 
ceives the  confidential  report  from  the 
approved  laboratory  which  has  examined 
the  blood  specimen  from  the  applicant, 
he  must  combine  this  report  with  his 
findings  to  establish  his  diagnosis.  If 
syphilis  in  a communicable  stage  is  found, 
the  certificate  is  withheld,  the  case  is 
reported  to  the  health  department  of  the 
county  or  city  in  which  the  applicant 
resides,  and  the  applicant  is  advised  to 
begin  treatment  at  once.  The  minimal 
treatment  shall  consist  of  20  doses  of  an 
appropriate  arsenical  and  20  doses  of  a 
heavy  metal.  There  are  certain  prob- 
lem cases  in  which  the  certificate  must 
be  withheld  until  the  question  of  com- 
municability has  been  determined  by  the 
examining  physician  and  the  proper 
health  official. 
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The  county  court  clerk  may  Issue  a 
marriage  license  without  a medical  cer- 
tificate after  a hearing  has  established 
(a)  that  the  female  applicant  is  preg- 
nant and  marriage  is  necessary  to  confer 
legitimacy  on  her  unborn  child;  (b)  that 
the  applicant  has  syphilis  in  a stage  not 
communicable;  (c)  that  the  applicant 
does  not  have  syphilis  in  any  stage. 

Syphilis  by  census  tracts.  Distribution 
of  cases  of  syphilis  treated  in  hospital 
out-patient  departments,  March  1939. 

Howard  Whipple  Green.  Joint  Social 
Hyg.  Comm,  of  Acad,  of  Med.  of  Cleve- 
land and  Cleveland  Health  Council, 
1940,  20  pages. 

The  author  presents  the  findings  of  a 
survey  of  cases  of  syphilis  treated  in  hos- 
pital out-patient  departments  in  Greater 
Cleveland  (Cuyahoga  County),  Ohio,  in 
March  1939.  Families  in  the  county  were 
not  distributed  uniformly — 65  percent 
lived  east  of  the  Cuyahoga  River  and  35 
percent  lived  west  of  the  river.  How- 
ever, 87  percent  of  the  county’s  syphilitic 
patients  lived  east,  while  only  13  percent 
lived  west  of  the  river.  Ninety-six  per- 
cent of  these  patients  lived  in  the  area 
in  which  71  percent  of  the  county’s  fami- 
lies lived. 

There  were  8 cases  of  syphilis  per  1,000 
families  in  the  county ; 11  per  1,000  fami- 
lies east,  but  only  3 per  1,000  families 
west  of  the  river.  In  21  of  the  341  census 
tracts  of  Cuyahoga  County,  there  were 
50  or  more  cases  per  1,000  families,  but 
in  other  census  tracts  there  were  no  cases. 

The  total  number  of  cases  was  2,640,  of 
which  529  (20  percent)  were  infectious. 
Of  the  529  infectious  cases,  24  percent 
were  white  patients  and  76  percent  Ne- 
groes (497  lived  east  but  only  31  lived 
west  of  the  river). 

Twenty  percent  of  the  patients  traveled 
less  than  1 mile  for  treatment;  32  per- 
cent, 1 to  2 miles ; 23  percent,  2 to  3 miles ; 
13  percent,  3 to  4 miles ; 6 percent,  4 to 
5 miles ; and  4 percent,  5 miles  or  more. 

The  author  presents  the  statistical  data 
in  2 tables  and  10  statistical  maps  of 
Greater  Cleveland. 


The  incidence  of  neurosyphilis,  ese 

dally  parasyphilis.  C.  W.  Bottea! 

Nedei'l.  tijdschr.  v.  geneesk.,  Haarlj 

84:  4272-4276,  Nov.  2,  1940. 

The  author  reports  on  the  fate  in  s] 
gard  to  the  development  of  neurosypl  is 
and  parasyphilis  of  a total  of  1,470  sj  hj 
ilitic  men  in  the  Dutch  Navy.  The  pe;  oil 
of  observation  of  this  group  was  the  j si 
30  years,  and  during  this  time  card 
examinations  were  made  including  c hj 
ical,  roentgen-ray,  electrocardiograph  ej 
and  spinal  fluid  and  blood  serologic  : 
aminations.  Careful  records  of  the  f| 
ings  and  of  the  treatment  given  were  s :il 
to  a central  office  where  the  records  w 
filed  on  cards.  After  treatment  had  blu 
completed,  blood  serologic  examinaon 
was  made  in  the  second  or  third  y r, 
and  once  in  a 5-year  period  a compt^ 
physical  examination  was  made.  1 
patients  were  observed  for  a period  v: 
ing  from  5 to  20  years.  A table  will 
shows  the  results  of  the  survey  is  grffl 
The  patients  are  divided  according;! 
lype  and  amount  of  treatment  recei 
and  length  of  period  of  observation. 

Among  a group,  of  144  patients  am 
leceived  no  antisyphilitic  treatment,  uj 
rosyphilis  developed  in  those  obseri 
for  5 to  10  years  in  14  percent,  parasjffl 
ilis  in  8.3  percent ; in  those  observed  ta 
10  to  15  years  neurosyphilis  developed] 
17.7  percent,  parasyphilis  in  13.2  pern  if 
in  those  observed  for  15  to  20  ye’j 
neurosyphilis  developed  in  18.5  pere 
parasyphilis  in  7.4  percent. 

Among  a group  of  466  patients  treal 
with  mercury,  neurosyphilis  developed] 
those  observed  for  5 to  10  years  in  3 
percent,  parasyphilis  in  3.6  percent  ;fl 
those  observed  for  10  to  15  years  neva 
syphilis  developed  in  11.6  percent,  pdj 
syphilis  in  3.9  percent ; in  those  obser  ti 
for  15  to  20  years  neurosyphilis  develo  df 
in  15.6  percent,  parasyphilis  in  4 
percent. 

Among  a group  of  357  patients  aQ! 
received  only  a small  amount  of  tri| 
ment  with  arsphenamine,  neurosypl 3 
developed  in  those  observed  for  5 tod 
years  in  3.2  percent,  parasyphilis  in 
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esjercent;  in  those  observed  for  10  l o 15 
gears  neurosyphilis  developed  in  11  per- 
rljent,  parasyphilis  in  3.4  percent ; in  those 
bserved  for  15  to  20  years  neurosyphilis 
eveloped  in  8.3  percent,  parasyphilis  in 
u,.0  percent. 

Among  a group  of  503  patients  who 
^iceived  intensive  arsphenamine  treat- 
ieIjient  neurosyphilis  developed  in  those 
Observed  for  5 to  10  years  in  0.03  percent, 
u'tjarasyphilis  in  0.0  percent ; in  those  ob- 

Isrved  for  10  to  15  years  neurosyphilis 
eveloped  in  0.6  percent,  parasyphilis  in 
icjo  percent;  in  those  observed  for  15  to 
.a)  years  neurosyphilis  developed  in  1.7 
esi?rcent,  parasyphilis  in  0.0  percent. 

4 

, enereal  diseases  in  war.  M.  Schubert. 

Med.  Welt,  Berlin,  14 : 1037-1040,  Oct. 
‘ 12,  1940. 


up!  A comparison  is  made  between  the  in- 
dence  of  venereal  diseases  in  the  Prus- 
i an  Army  during  the  prewar  period  from 
ri)08  through  1913  in  which  the  average 
gileidence  was  20.4  per  thousand  and  that 
the  4-year  period  of  the  World  War 
which  the  average  incidence  was  20.5 
r thousand.  Contrary,  therefore,  to  the 
sfidely  prevalent  but  false  assumption 
at  the  World  War  incidence  of  venereal 
sease  was  much  higher  than  in  times  of 
■ace,  the  difference  is  very  slight.  The 
ily  unfavorable  finding  was  that  the  in- 
ease which  did  occur  was  an  increase 
the  number  of  cases  of  syphilis.  Of 
j ose  who  became  infected  during  the  war, 
.5  percent  contracted  the  infection  at 
•me  and  only  32.5  percent  at  the  front, 
jj  allowing  demobilization  of  the  Army 
ter  the  war,  with  its  tragic  circum- 
ances,  there  was  a catastrophic  increase 
the  incidence  of  venereal  diseases  up 
the  years  1921-22,  following  which  there 
as  a gradual  decrease  which  in  1925-26 
came  increasingly  noticeable.  This  de- 
tease was  probably  due  to  better  regu- 
ted  conditions  for  treatment.  In  1919 
total  of  528,000  persons  had  recent  in- 
ctions  with  venereal  diseases,  in  1927 
ere  were  323,000  and  in  1934  there  were 
9,000.  The  decrease  in  the  incidence  of 
philis  was  greater  than  that  of  gonor- 
ea.  During  the  past  few  years  chan- 
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croid  has  been  very  rarely  seen  in  Ger- 
many. In  the  Navy  the  incidence  before 
the  war  was  45  per  thousand,  in  1923  it 
was  104  per  thousand,  in  1934  it  was  18 
per  thousand,  and  in  1937  it  was  19  per 
thousand.  This  decreased  incidence  is 
attributed  largely  to  the  compulsory  use  of 
prophylaxis.  During  the  period  from 
1918  to  1923  the  use  of  prophylaxis  was 
optional  but  since  1923  it  has  again  been 
compulsory. 

During  the  first  9 months  of  the  present 
war  no  increase  in  the  incidence  has  been 
observed  except  among  the  troops  who 
had  been  in  Poland,  and  among  them  the 
number  of  syphilitic  infections  was  low. 
Chancroid  was  not  found. 

Preventive  measures  consist  of  educa- 
tion of  the  civilian  population  as  well  as 
the  enlisted  men  regarding  venereal  dis- 
eases. In  the  Army  this  is  done  as  much 
as  possible  in  connection  with  periodic 
physical  examinations.  The  use  of  pro- 
phylaxis before  and  after  sexual  contact 
should  be  emphasized.  Thorough  physi- 
cal examinations  should  be  given  to  new 
soldiers  and  to  those  returning  from  fur- 
lough in  order  to  find  concealed  infec- 
tions. Great  effort  should  be  made  to 
trace  sources  of  infection.  Bach  infected 
person  has  to  fill  out  a form  in  regard  to 
the  source  of  infection  which  includes  a 
detailed  description  of  the  person. 
Sources  of  infection  are  traced  and  are 
carefully  examined.  Since  September 
1939,  women  working  in  places  of  amuse- 
ment have  to  submit  to  periodic  examina- 
tions. Prostitutes  are  controlled  as  they 
were  formerly,  and  sexually  promiscuous 
women  also  are  reported  to  the  military 
authorities. 

Chemotherapy  of  gonorrhea  is  the 
treatment  of  choice.  It  has  the  advan- 
tages over  methods  formerly  used  that  it 
is  simpler  and  that  its  use  results  in 
fewer  complications,  and  the  disadvan- 
tage that  it  produces  side  effects.  By  the 
end  of  1939  the  author  had  treated  1,740 
cases  of  gonorrhea  with  various  sulfon- 
amide preparations.  With  two  courses  of 
treatment  separated  by  5 to  6 day  rest 
periods,  90  percent  of  cures  were 
obtained. 
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The  law  for  the  campaign  against  ve- 
nereal diseases.  Sozialhyg.  d.  Gesch- 
lechtskr.,  Berlin,  No.  1,  Feb.  1941. 

The  following  changes  in  or  additions 
to  the  law  of  February  18,  1927  for  the 
campaign  against  venereal  diseases  were 
made  in  October  and  November  1940 : 
Anyone  with  a venereal  disease  in  the 
infectious  stage  who  is  unable  to  pay  for 
treatment  shall  receive  free  treatment  at 
public  expense. 

Instead  of  the  law  definitely  stating 
that  certain  houses  or  blocks  of  houses  in 
a street  cannot  be  used  for  prostitution, 
it  now  states  that  the  health  authority  in 
regard  to  this  law  rests  with  the  health 
department. 

Any  health  insurance  physician  ( health 
insurance  is  compulsory  in  Germany) 
may  treat  venereal  diseases.  He  has  to 
furnish  an  initial  report  as  well  as  a sum- 
mary of  the  case  at  the  end  of  treatment 
to  the  health  department. 

All  persons  who  are  known  to  be  sexu- 
ally promiscuous  are  to  be  kept  under 
strictest  control  and  observation.  It  is 
suggested  that  examinations  be  made 
once  a month  or  once  every  3 months,  de- 
pending on  the  habits  of  the  person  under 
observation  and  that  observation  by  pri- 
vate physicians  should  not  be  permitted 
if  the  person  changes  physicians  more 
than  twice  a year. 

Each  person  who  knows  or  who  under 
the  circumstances  should  know  that  he 
has  a venereal  disease  must  seek  treat- 
ment and  continue  treatment  without  in- 
terruption until  he  is  discharged  by  his 
physician.  If  necessary,  he  is  forced  to 
do  so  with  the  help  of  the  police.  It  is 
the  physician’s  duty  to  report  to  the 
health  department  all  cases  lapsing  from 
treatment  or  refusing  treatment  for  ve- 
nereal disease. 

Every  person  (1)  who  knows  or  who 
under  the  circumstances  should  know 
that  he  has  a venereal  disease  in  the  in- 
fectious stage,  yet  has  sexual  intercourse, 
(2)  who  deliberately  opposes  the  regu- 
lations for  the  control  of  venereal  dis- 
eases according  to  the  law, 
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(3)  who  makes  available  substanci 
for  self-treatment  for  venereal  disease 
is  punished  with  imprisonment  for 
years  or  a fine  of  3,000  guldens. 

Any  physician  who  deliberately  sent 
in  an  incorrect  report  to  the  health  a 
thorities  in  regard  to  the  physical  cone 
tion  of  a person  or  who  deliberately  pe 
mits  a venereal  disease  to  be  spread 
punished  with  imprisonment  from  1 moni 
to  2 years. 

All  prostitutes  in  large  cities  are  coi 
pelled  to  undergo  a physical  examinatic  , 
by  a physician  for  skin  and  venereal  di 
eases  every  seventh  day.  The  physicia 
reports  his  findings  on  a certificate  f< 
the  health  department  and  records  tl 
examination  in  the  control-book  of  tl 
prostitute,  by  means  of  which  the  heal! 
authority  is  informed  whether  the  prost 
tute  is  being  examined  regularly.  If  si 
fails  to  do  so,  compulsory  measures  ai 
used.  One  physician  who  since  1936  coi 
tinued  to  issue  certificates  to  the  heall 
department  and  to  make  entries  in  tl 
control-books  of  prostitutes  without  ha 
ing  made  examinations,  yet  charged  tl 
usual  fee  for  his  services,  was  sentence 
to  8 months  imprisonment.  His  appe;  | 
to  the  Reich  court  was  denied. 

If  a married  person  has  concealed  tl 
fact  that  he  has  a syphilitic  infection  froi 
his  marital  partner,  this  is  cause  for  d 
vorce  unless  the  partner  has  expresse 
the  intention,  after  knowing  of  this  b 
fection,  that  he  does  not  want  a divorc 
or  unless  certain  conditions  in  the  mariti 
relationship  would  make  this  moral! 
unjustified. 

Women  under  control  of  the  health  ai 
thorities  who  were  regularly  examine 
at  the  University  Polyclinic  for  Ski 
Diseases  in  Leipzig  in  the  years  195 
to  1939.  H.  Gottschalk.  Sozialhyg.  < 
Geschlechtskr.,  Berlin,  No.  4,  pp.  24-2r 
July  1940. 

Altogether  342  women  were  under  cor 
trol  of  the  health  authorities  during  th 
3 years  1937  to  1939  and  were  examine 
periodically  at  the  University  Polyclini 
for  Skin  Diseases  in  Leipzig.  In  Januar 
1937  there  were  170,  in  January  193 
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lere  were  131,  in  January  1939  there 
ere  133  and  in  December  1939  there 
ere  53  women  under  control.  This  de- 
ease in  the  number  was  due  to  the  fact 
at  many  of  the  women  were  referred 
private  physicians. 

In  regard  to  age,  5.2  percent  of  the  342 
ere  20  years  old  or  younger;  28.6  per- 
nt  were  21  to  25 ; 24.2  percent  were  26 
| 30 ; 16.0  percent  were  31  to  35 ; 11.8 
rcent  were  36  to  40;  9.0  percent  were 
to  45 ; 4.4  percent  were  46  to  50 ; 1.2 
! rcent  were  51  years  old  and  older. 
The  number  of  observations  was  not 
e same  for  all  women,  some  being  ob- 
rved  as  often  as  twice  a week  and 
hers  only  once  a month,  a few  having 
en  observed  only  once  every  3 months. 
During  this  3-year  period  gonorrhea 
is  diagnosed  159  times,  primary  and 
condary  syphilis  with  manifestations 
times,  early  latent  syphilis  14  times, 
te  latent  syphilis  8 times,  and  tertiary 
philis  once.  The  average  yearly  per- 
ntage  was  26.4  for  gonorrhea,  1.0  for 
imary  and  secondary  syphilis  with 
anifestations,  2.3  for  early  latent  syph- 
"s.  The  author  states  that  in  com- 
•j  rison  to  the  findings  in  other  large 
Bies,  these  figures  are  favorable.  When 
Ulculated  on  the  basis  of  12  months  of 
iservation  (one  examination  per  month) 
•istead  of  on  the  basis  of  the  actual 
umber  of  observations  made  during 
He  year  which  was  usually  less,  the  per- 
itages  are  gonorrhea  42.1,  primary  and 
londary  syphilis  with  manifestations 
11,  and  early  latent  syphilis  3.7. 


f philitic  patients  treated  during  the 
pear  1939.  G.  Gonzalez  Peris.  Vida 
aueva,  Habana,  47 : 81-89,  Feb.  1941. 
jin  the  department  of  dermatology  and 

]s  Philology  of  the  University  of  Habana 
292  patients  were  seen  during  1939  of 
nom  530  (24.2  percent)  were  diagnosed 
a having  syphilis.  This  corresponds  very 
csely  to  the  findings  of  1938  when  2,216 
I dents  were  seen  of  whom  24.36  percent 
? re  syphilitic.  Among  those  with  syphi- 
1 25.15  percent  had  latent  untreated 
sihilis,  24.3  percent  had  early  syphilis, 
Percent  had  congenital  syphilis,  4.5  per- 
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cent  had  neurosyphilis,  and  the  remain- 
der had  manifestations  of  late  syphilis. 
Only  5 patients  with  involvement  of  the 
heart  or  aorta  were  seen  during  the  year. 
The  greatest  percentage  of  cases  of  syph- 
ilis occurred  between  the  ages  of  21  and 
30  years  (31.6  percent),  next  between  31 
and  40  years  (26.7  percent).  Grouped 
according  to  race,  there  were  489  Cubans, 
25  Spaniards,  8 Chinese,  4 Englishmen,  1 
Mexican,  1 North  American,  1 Turk,  and 
1 Japanese  among  the  syphilitic  patients. 
The  drugs  used  in  treatment  were  neoars- 
phenamine,  mapharsen,  solusalvarsan, 
and  bismuth. 

The  defense  program  to  date:  An  ap- 
praisal. Richard  H.  Anthony.  Bull. 

Massachusetts  Soc.  Social  Hyg.,  Bos- 
ton, 11:  3,  Mar.-Apr.  1941. 

In  Massachusetts  military  establish- 
ments during  the  6 months  ending  Dec. 
26,  1940,  328  promiscuous  sexual  contacts 
were  reported  in  a total  of  6,347  men.  The 
total  Army  personnel  in  Massachusetts  on 
April  1,  1941,  was  approximately  50,000. 
Very  few  syphilis  cases  had  been  con- 
tracted by  the  troops,  and  of  those  re- 
ported less  than  a half  dozen  are  traceable 
to  contacts  in  the  State.  Of  96  gonorrhea 
cases  visited  by  a State  nurse-epidemiolo- 
gist in  early  March,  38  were  traceable  to 
contacts  within  the  State.  There  is  no 
evidence  that  the  concentration  of  soldiers 
has,  of  itself,  affected  the  rate  of  inci- 
dence of  syphilis  and  gonorrhea  in  this 
State. 

Prevention  of  conditions  likely  to  result 
in  the  spread  of  genitoinfectious  diseases, 
aside  from  treatment  and  follow-up  work, 
falls  into  the  2 categories  of  repression  of 
prostitution  and  minimizing  opportunities 
for  promiscuous  relationships,  and  the 
provision  of  wholesome  recreational  ac- 
tivities for  enlisted  men  on  leave.  The 
Federal  Government,  the  State,  the  com- 
munities, and  voluntary  organizations  are 
attacking  the  problem  from  both  angles. 
Congress  is  considering  an  appropriation 
of  $150,000,000  to  be  expended  in  activities 
related  to  the  defense  program,  and  of 
this,  $15,000,000  is  to  be  used  for  the  erec- 
tion of  recreation  centers.  The  State  di- 
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vision  of  genitoinfectious  diseases  has  ex- 
panded its  program  to  cover  follow-up 
work  in  communities.  Mayors’  commit- 
tees are  forming  to  undertake  recreational 
programs  for  soldiers  on  leave.  Six  vol- 
untary agencies  have  banded  together  as 
United  Service  Organizations,  Inc.,  and 
are  planning  a national  campaign  to  raise 
$10,750,000  for  the  purpose  of  administer- 
ing recreation  centers  erected  by  the 
Government. 

Teaching  about  the  venereal  diseases  in 

a California  High  School.  Anita  D. 

Laton.  J.  Social  Hyg.,  New  York,  27: 

76-77,  Feb.  1941. 

Each  year  a large  number  of  student 
teachers  work  at  the  University  High 
School  in  Oakland,  California.  Biology 
and  physiology  are  offered  as  electives  in 
science  and  are  taken  by  approximately 
a third  of  the  students.  A unit  of  com- 
municable diseases  is  included  in  each 
of  these  courses,  and  study  of  the  social 
aspects  of  communicable  diseases  is  in- 
cluded in  some  of  the  social  studies 
classes. 

At  the  beginning  of  the  year  the  stu- 
dents and  the  teacher  discuss  what 
should  be  included  in  the  study  of  com- 
municable diseases,  and  the  teacher  calls 
attention  to  bulletins  published  by  the 
State  health  department  and  by  the  U.  S. 
Public  Health  Service.  The  teacher  sees 
that  syphilis  and  gonorrhea  are  included 
in  the  course,  among  probably  10  other 
diseases.  Often  one  student  or  a small 
group  becomes  responsible  for  teaching 
the  rest  of  the  class  about  the  disease, 
the  teacher’s  supervising  reports.  The 
venereal  diseases  are  emphasized  in  the 
same  way  as  other  diseases  for  their 
costliness  in  lives,  in  health,  efficiency, 
happiness,  and  money. 

This  program  of  instruction  has  been 
in  operation  for  more  than  20  years  and 
has  always  been  favorably  received.  It 
is  not  easy  to  estimate  how  valuable 
any  instruction  in  venereal  disease  can  be 
which  fails  to  reach  the  whole  student 
body.  The  percentage  of  the  student 
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body  that  is  reached  in  this  school 
large  enough  to  remove  the  assumptic 
that  the  venereal  diseases  are  not  1 
subjects  for  study  or  discussion.  St 
dents  compare  notes  informally,  ax 
there  is  general  knowledge  as  to  what 
being  studied  in  various  classes.  Bool 
containing  information  about  all  the  cox 
muuicable  diseases  are  available  on  op<  i 
shelves.  It  is  felt  that  a wholesome  att 
tude  is  being  well  achieved  by  tb  ( 
program.  j ; 

Incidence  of  syphilis  among  college  st 
dents.  Robert  A.  Greene,  Edward 
Bx-eazeale  and  J.  E.  Andes.  Sout 
western  Med.,  El  Paso,  25:  46,  47,  l 
Feb.  1941. 

Since  the  fall  of  1938,  a sex-ologic  te  . 
for  syphilis  has  been  included  as  a part 
the  physical  examination  for  all  new  st 
dents  at  the  University  of  Arizona.  Pr 
viously,  approximately  1,000  blood  spec 
mens  had  been  submitted  principally  fro 
students  woi’king  as  food  handlers  or 
connection  with  the  cooperative  dorn 
toi’ies.  Between  1936  and  1940,  5,000  sp.f 
cimens  have  been  received  from  student 
Of  these,  98  percent  gave  negative  rea 
tions  and  0.4  percent  (20)  positive  rea  j 
tions.  On  the  basis  of  l’epeated  labor.; 
tory  tests  and  thorough  examination 
only  6 students  were  diagnosed  as  sypt 
litic,  an  incidence  of  0.12  percent.  The 
were  83  students  who  gave  doubtful  ' 
positive  reactions  but  were  consider-!, 
nonsyphilitic  after  i-epeated  study  and 
thorough  examination. 

In  general,  the  nonspecific  reaction! 
were  associated  with  students  who  we 
suffering  from  chronic  diseases,  those  wl 
had  gone  to  Tucson  for  reasons  of  liealt. 

The  doubtful  serologic  group  contain! 
a slightly  higher  incidence  of  studen 
suffering  from  sinusitis,  tuberculosi' 
bronchial  asthma  than  did  the  enti 
group  but  these  were  not  significar 
However,  there  was  a thi’eefold  increa 
in  the  prevalence  of  leukorrhea  amoi 
the  female  students  with  nonspecific  r 
actions  as  compared  to  the  females  wl 
gave  negatives  serologic  results. 
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litorial  notes.  J.  Indiana  M.  A.,  Indi- 
anapolis, 34:  217,  Apr.  1941. 
irhe  American  Social  Hygiene  Associa- 
tn  recommends  that  appropriate  recrea- 
Lnal  facilities  be  provided  immediately 
jijacent  to  the  camps  where  civilian 
iinees  are  located.  The  recommenda- 
|n  is  based  on  the  theory  that  these 
pg  men  will  seek  some  sort  of  diver- 
sn  in  their  periods  “off  duty,”  and  that 
h facilities  will  do  much  to  keep  down 
I'  incidence  of  venereal  disease  among 
s group. 

ifhe  Peru  (Indiana)  Tribune  has  said, 
en  in  barracks  are  no  more  plaster 
|nts  than  they  were  in  Kipling’s  day. 
■leased  from  heavy  army  duties,  they 
v 1 have  fun ; and  if  opportunities  for 
S ent,  wholesome  fun  are  lacking,  they 
§1  seek  whatever  kind  is  available.” 

eihilis  is  a family  health  problem. 
(Alice  M.  Kresge  and  Alice  Malcolm. 

}ub.  Health  Nursing,  New  York,  33: 
J;!5-88,  Feb.  1941. 

* Che  nurse  in  a generalized  nursing 
fvice  who  is  alert  to  the  problems  in 
■'  families  has  a valuable  contribution 
Imake  in  the  control  of  syphilis  and 
fiorrhea.  The  staff  of  the  Public 
faith  Nursing  Association  of  Pittsburgh 
(re  long  done  health  teaching  in  this 
ard.  The  care  and  teaching  neces- 
y in  the  home  where  there  was  a 
■ient  with  one  of  these  diseases  have 
l)  n an  integral  part  of  family  health 
"'k.  Two  years  ago  the  genitoinfec- 
fcis  disease  service  became  one  of  the 
11  agnized  services  in  the  generalized 
Plgram,  with  a part-time  social  hygiene 
wervisor.  A new  family  record  form 
wjs  set  up  to  facilitate  the  staff  nuise 
inhelping  the  family.  This  placed  the 
*vice  in  the  same  category  with  the 
oter  services  of  child  health,  maternity, 
mrition,  and  tuberculosis. 

I ollow-up  service  is  available  for  pri- 
physicians  and  hospital  clinics.  The 
Qtse  acts  as  a case-holder  and  a case- 
31  er  in  instances  where  there  is  no 
°lir  agency  to  render  this  service.  The 
t'ODw-up  and  examination  of  contacts 
at  usually  the  responsibility  of  the  nurse 
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visiting  in  the  home.  Patients  and  con- 
tacts are  visited  only  until  they  are  well 
established  under  medical  supervision ; 
then  they  are  dismissed  to  that  source 
of  supervision,  except  in  families  where 
there  are  other  health  problems  requir- 
ing the  service  of  the  nurse.  If  a patient 
later  fails  to  report  for  treatment,  the 
nurse  may  be  called  upon  to  make  further 
home  visits. 

Most  of  the  patients  under  the  super- 
vision of  the  association  first  came  to 
the  nurse’s  attention  through  some  other 
service  she  was  giving  in  the  home,  prin- 
cipally antepartum  health  supervision. 
The  nurse  who  is  constantly  alert  often 
contributes  to  this  program  in  numerous 
instances  during  her  regular  work.  Al- 
though the  genitoinfeetious  disease  serv- 
ice has  been  made  a distinct  service  with 
its  own  special  record,  it  is  through  the 
general  family  health  work  thiat  the 
greatest  gains  are  made. 

Two  such  instances  are  described  by 
the  authors. 

Survey  shows  high  ethics  among  drug- 
gists. J.  Social  Hyg.,  New  York,  27 : 

85,  Feb.  1941. 

The  Social  Hygiene  Society  of  the  Dis- 
trict of  Columbia  submits  new  proof  of 
the  effectiveness  of  its  efforts  to  secure 
cooperation  from  local  pharmacists  in 
regard  to  over-the-counter  prescribing. 
As  in  previous  years,  the  Social  Hygiene 
Society  arranged  for  a young  man  to 
visit  drugstores  in  all  sections  of  the  city 
and  ask  advice  for  a supposed  infection. 
In  a majority  of  the  112  drugstores  vis- 
ited, the  pharmacists  urged  the  youth  to 
consult  a physician  as  soon  as  possible. 
Some  recommended  certain  doctors,  all 
of  whom  were  found  to  be  in  good 
standing. 

An  attempt  was  made  at  each  store 
to  buy  sulfanilamide,  but  only  two  drug 
clerks  were  willing  to  sell  it  without 
prescription.  Of  all  the  stores  visited, 
only  5 were  willing  to  prescribe  for  gon- 
orrhea, and  none  for  syphilis,  showing 
an  improvement  over  last  year,  when  15 
drugstores  were  found  to  indulge  in 
counter-prescribing. 
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Conference  of  State  and  Territorial  Health  Officers 

May  1-2,  1941 


][E  FOLLOWING  statements  were  pre- 
feited  by  the  Committee  on  Venereal  Dis- 
eie  Control  at  the  Conference  of  State 
al  Territorial  Health  Officers,  and  after 
cisideration  they  were  adopted  by  the 
C iference  on  May  1,  1941. 


[ A plan  to  insure  adequate  vene- 
real disease  control  measures 
?or  personnel  discharged  from 
he  United  States  Army,  Navy, 
ind  Coast  Guard. 

'he  rigid  physical  requirements  of  the 
Mlical  Corps  of  the  United  States  Army, 
tl  Bureau  of  Medicine  and  Surgery  of 
tl  United  States  Navy,  and  the  United 
Sites  Public  Health  Service  make  it 
p<  Bible  for  the  Army,  the  Navy  and  the 
Cist  Guard  to  select  from  the  civilian 
ptulation  men  for  service  who  are  not 
iD'Cted  with  the  venereal  diseases. 
Site  and  local  departments  of  health 
ase  been  cooperating  with  these  Fed- 
it  agencies  to  aid  in  this  selection  of 
i ealthy  armed  force  and  to  insure  the 
irinization  of  an  effective  venereal  dis- 
‘S‘  control  program  in  all  areas  where 
'Ui  personnel  are  concentrated. 

nder  the  Selective  Service  System 
H'e  than  a million  men  will  be  inducted 
n the  Army  each  year  for  the  next  5 
re-s.  After  the  end  of  the  first  year 
)f  service  approximately  1,000,000  men 
tfi  be  separated  from  the  Army  each 
te  . These  large  numbers  do  not  in- 
ffie  the  enlisted  personnel  which  serve 
n he  Army,  the  Navy,  and  the  Coast 
5ird.  In  spite  of  the  most  effective 
7e  real  disease  control  program  which 
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can  be  developed  under  existing  condi- 
tions, it  is  certain  that  a considerable 
number  of  these  men  will  be  infected 
with  the  venereal  diseases  during  their 
service  period.  The  members  of  the 
Conference  of  State  and  Territorial 
Health  Officers  therefore  recommend  to 
the  Secretary  of  War,  the  Secretary  of 
the  Navy,  and  the  Federal  Security  Ad- 
ministrator the  following  plan  to  insure 
the  adequate  treatment  of  men  infected 
with  the  venereal  diseases  in  the  military 
services  and  to  prevent  the  transmission 
of  such  diseases  by  these  men  upon  their 
return  to  civilian  life. 

1.  A thorough  physical  examination  to 
detect  the  venereal  diseases,  includ- 
ing a serologic  blood  test  for  syphilis 
and  including  also,  if  clinically  in- 
dicated, necessary  microscopic  ex- 
aminations of  smears  and  culture 
examinations  for  the  detection  of  the 
gonococcus,  on  each  man  before  his 
discharge  from  the  military  services. 

2.  The  administration  before  discharge 
of  a minimum  of  20  doses  of  one  of 
the  trivalent  antisyphilitic  arsenical 
drugs  and  20  doses  of  one  of  the 
heavy  metals  by  the  medical  corps 
of  the  respective  military  service  to 
each  man  found  to  be  infected  with 
syphilis. 

• 3.  The  administration  before  discharge 
from  the  military  service  of  two 
grams  of  sulfathiazole  per  day  for 
10  successive  days  to  each  man  found 
to  be  infected  with  gonorrhea. 

4.  The  adequate  treatment  before  dis- 
charge of  all  men  found  to  be  in- 
fected with  chancroid,  granuloma 
inguinale,  and  venereal  lymphogranu- 
loma to  insure  that  such  infected  men 
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are  rendered  incapable  of  transmit- 
ting their  infections  to  others. 

5.  Before  discharge  from  the  military 
service  of  any  man  infected  with  the 
venereal  diseases,  the  responsible 
medical  corps  should  communicate 
with  the  health  department  of  the 
State  to  which  the  infected  man  ex- 
pects to  proceed,  to  obtain  from  the 
State  health  officer  assurance  that 
free  treatment  facilitites  will  be 
available  at  his  new  place  of  resi- 
dence. 

6.  If  no  health  department  facilities  for 
the  free  treatment  of  such  infected 
man  are  available,  the  man  should 
be  retained  by  the  respective  medical 
corps  until  there  is  reasonable  as- 
surance that  he  has  recovered  from 
his  infection. 


II.  Treatment  of  Selectees  In- 
fected with  Gonorrhea  After 
Induction 

Whereas  selectees  called  under  the 
Selective  Service  Act  and  found  to  have 
uncomplicated  gonorrheal  urethritis  are 
not  accepted  for  induction  into  the 
United  States  Army ; and 

Whereas  this  policy  results  in  turning 
back  into  the  civilian  population  in- 
fected persons  by  whom  the  infection 
may  be  spread ; and 

Whereas  modern  methods  of  treating 
this  disease  result  in  prompt  cures  in  a 
high  proportion  of  cases : Therefore 

be  it 

Resolved,  That  it  is  the  opinion  of  the 
members  of  this  Conference  that  the 
objectives  of  the  Selective  Service  Act 
and  the  health  and  welfare  both  of  per- 
sons called  for  service  thereunder  who 
are  found  infected  with  uncomplicated 
gonorrheal  urethritis  and  of  the  civilian 
public,  could  best  be  served  if  such 
selectees  were  promptly  inducted  into 
service  and  treated ; and  be  it  further 
Resolved,  That  the  members  of  this 
Conference  recommend  such  action  and 
that  copies  of  this  resolution  be  sent  to 
the  proper  officials  of  the  War  Depart- 
ment and  the  Selective  Service  System. 


III.  Revision  of  the  Kegulati< 
Requiring  Cooperation  of  Lo 
Law  Enforcement  Authorit 
in  the  Repression  of  Prosti 
tion  before  Federal  Funds 
Reallotted  to  Local  Health  I 
partments  for  the  Control 
the  Venereal  Diseases 
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The  members  of  the  38th  Annual  Oil 
ference  of  State  and  Territorial  Her n 
Officers  approved  on  May  9,  1940,  :j:-| 
ommendations  for  the  repression  of  pisl 
titution.  These  recommendations  ^ 
scribed  the  important  relationship  wlta 
tolerated  and  segregated  prostitutii 
bears  to  the  spread  of  the  venereal  si 
eases,  and  defined  the  responsibility  ll 
the  application  of  repressive  measu  ■. 

Since  this  formal  action  by  the  mi  - 
bers  of  the  Conference,  the  prostitut  i 
problem  in  the  United  States  has  - 
come  even  more  grave.  This  is  p'ar!- 
ularly  true  in  those  areas  where  arnl 
forces  or  national  defense  workers 
concentrated.  In  some  such  areas 
cent  studies  have  indicated  the  prese  ; 
of  prostitutes  equivalent  in  number  to  < ) 
percent  of  the  population.  Under  su 
conditions,  so  great  is  the  number 
exposures  of  men  and  boys  to  infec ! 
or  potentially  infected  prostitutes  t) 
there  is  grave  danger  that  venereal  cl 
ease  rates  will  increase  greatly. 

In  those  areas  where  prostitution 
tolerated  and  segregated,  the  people 
sume,  since  a venereal  disease  cont 
program  has  been  organized  utilize 
State  and  Federal  aid,  that  tolerati 
of  prostitution  and  an  effective  venen 
disease  control  program  are  compatit 
All  health  authorities  know,  to  the  c< 
trary,  that  the  greater  the  number 
sexual  contacts  of  healthy  people  w: 
infected  persons,  or  those  harboring  t 
spirochete  or  gonococcus,  the  higher  v 
be  the  incidence  rates  for  syphilis  a 
gonorrhea.  Certain  members  of  t 
local  police  and  local  health  authorit 
may  distort  the  facts  either  tlirou 
ignorance  or  political  considerations 
because  of  a desire  to  participate  il 
gaily  in  the  financial  benefits  deriv 
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y-oni  this  vice.  To  encourage  the  repres- 
on  of  prostitution  because  of  its  pub- 
p health  importance  and  to  inform 
bblie-spirited  citizens  of  the  incompati 
t lity  of  tolerated  prostitution  and  effec- 
l?e  venereal  disease  control  measures, 
[K e following  revision  of  Section  XV, 
iragraph  7,  of  the  Regulations  Govern - 
Ig  the  Allotment  and  Payment  of  Vene- 
al  Disease  Control  Funds  is  adopted  by 
1 e members  of  the  Conference : 

7.  In  reallotting  funds  under  this  act 
r local  venereal  disease  control  services, 
fie  State  health  officer  shall  give  due 
nsideration  to  the  relatively  higher 
I levalence  of  syphilis  and  gonorrhea  in 
ban  areas,  provided  that  after  confer- 
ee with  the  local  health  officer  the 
late  health  officer  shall  require  from 
agency  of  local  government  respon- 
f >le  for  law  enforcement  against  prosti- 
i Hon  within  the  area  a written 
titemcnt  that  during  the  period  when 
ideral  funds  are  made  available  a pro- 
tun  of  repression  of  prostitution  will 
jf:  enforced.  This  statement  from  the 
vector  of  the  agency  of  the  local  gov- 
eiment  responsible  for  law  enforcement 
uiinst  prostitution  shall  certify  that 
anng  the  life  of  a local  venereal  disease 
citrol  budget,  which  includes  Federal 
fids,  such  law  enforcement  authority 
FI  vigorously  enforce  all  local  and 
&'te  laws  prohibiting  prostitution,  pro- 
cement,  solicitation,  and  assignation, 
filure  of  the  responsible  authority  to 
e orce  such  laws  during  the  life  of  the 
v ereal  disease  control  budget  will  dis- 
Q'dify  the  local  health  department  for 
hther  reallotment s of  Federal  funds  for 
v ereal  disease  control  work  until  satis- 
fy tory  proof  is  produced  by  such  local 
vhority  that  said  taxes  are  actually 
i>'ig  enforced. 


I1  An  Administrative  Plan  for 
he  Venereal  Disease  Control 
’rogram 

' l considering  appropriations  for  the 
cc:rol  of  the  venereal  diseases,  the 
U;ted  States  Congress  has  requested 
tD  the  Public  Health  Service  make  a 
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careful  study  of  the  administrative 
costs  of  the  venereal  disease  control 
program  in  the  States  and  work  out  an 
acceptable  plan  of  venereal  disease  con- 
trol administrative  practice  with  the 
health  officers  of  the  respective  States. 
The  Congress  has  further  expressed  the 
desire  that  these  administrative  costs, 
including  both  State  and  Federal  funds, 
be  limited  as  far  as  is  consistent  with 
the  prosecution  of  an  effective  venereal 
disease  control  program. 

A careful  study  of  administrative 
costs  for  venereal  disease  control  work 
has  been  completed  by  the  Public 
Health  Service  and  a uniform  plan  is 
described.  This  plan  includes  provision 
of  the  following  personnel  and  services. 

1.  The  State  venereal  disease  control 
officer.  The  travel  allowance  of 
such  officer  should  not  be  included 
as  an  administrative  item  because, 
in  most  States,  this  officer  pierforms 
some  duties  connected  with  field 
work. 

2.  The  clerical  assistant  to  the  vene- 
real disease  control  officer.  The 
clerical  assistant  ■ should  perform 
those  duties  pertaining  to  the  vene- 
real disease  control  officer's  corre- 
spondence, filing,  or  other  general 
office  work  in  this  section  of  the 
health  department. 

3.  All  other  clerical  or  stenographic 
personnel  at  the  State  level,  pro- 
vided the  major  portion  of  their 
activities  is  concerned  with  general 
office  work  under  the  immediate 
supervision  of  the  State  venereal 
disease  control  officer.  This  item 
includes  personnel  concerned  with 
the  accounting  of  funds,  but  ex- 
cludes personnel  concerned  with 
statistical  activities  since  the  latter 
are  included  in  the  category  of  per- 
sonnel performing  duties  connected 
with  consultation  and  dissemination 
of  technical  information. 

4.  All  activities  concerned  with  the 
administration  of  the  merit  system 
on  the  State  level. 

The  total  administrative  costs  of  a 
State  program  for  the  control  of  the 
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venereal  diseases  vary  according  to  the 
population,  the  size  of  the  State,  and 
the  cost  of  government  in  States  with  a 
large  area  and  relatively  sparse  popula- 
tion. In  general,  however,  it  is  recom- 
mended that  the  total  cost  of  adminis- 
tration of  the  venereal  disease  control 
program  shall  not  exceed  5 percent  of 
all  funds  expended  for  this  phase  of 
public  health  work  in  States  with  a 
population  greater  than  one  million,  and 
10  percent  in  States  with  a population 
of  one  million  or  less. 


Y.  Reciprocity  between  States  in 
Premarital  Examinations  to 
Detect  Syphilis 

There  are,  at  present,  a total  of  24 
States  in  which  statutory  provisions 
have  been  enacted  requiring  premarital 
blood  tests  for  syphilis.  It  is,  therefore, 
expedient  to  render  compliance  with  the 
provisions  of  these  statutes  as  tree  from 
inconvenience  to  the  general  public  as 
is  consistent  with  the  duty  which  is 
imposed. 

A very  distinct  inconvenience  is  fre- 
quently caused  to  prospective  marital 
partners  who  reside  in  widely  separated 
jurisdictions.  In  such  instances  it  may 
be  necessary  for  each  party  to  proceed 
to  the  place  at  which  the  necessary 
legal  formalities  are  to  be  complied  with 
at  a date  sufficiently  antedating  the  ac- 
tual ceremony  to  permit  a report  of  test 
findings  to  be  secured.  This  time  inter- 
val may  be  a week  or  longer.  Much  of 
this  unjustifiable  inconvenience  could  he 
obviated  through  the  institution  of  free 
and  full  reciprocity  between  the  various 
States  or  in  those  States  in  which  the 
wording  of  the  enactment  does  not  spe- 
cifically provide  that  the  blood  serologic 
test  be  performed  in  the  laboratory  of 
the  State  in  which  the  legal  ceremony 
is  to  take  place. 

In  support  of  a plea  for  free  reciproc- 
ity in  premarital  blood  testing  it  is  the 
expressed  opinion  of  the  Committee  on 
Evaluation  of  Serodiagnostic  Tests  for 


Syphilis  that  an  entirely  satisfacti 
level  of  efficiency  in  the  conduct  of  se 
logic  tests  has  been  attained  by  pr 
tically  all  State  laboratories  and  tl 
such  laboratories  may  be  depended  ui 
to  supply  a finding  which  is  conside 
accurate  within  the  limitations  of 
methods  which  are  at  present  in  gene 
use.  On  this  basis  the  acceptance 
serologic  reports  from  the  various  Sta 
would  not  in  any  way  detract  from 
social  value  of  the  enactments  and  wo  ,i 
result  in  a marked  reduction  in 
inconvenience  at  present  imposed  u] 
applicants  for  marriage  licenses  in  j 
isdictions  other  than  that  of  tli 
residence 

It  is  realized  that  reciprocity  in  j 

marital  serologic  examinations  is  d 

nitely  interdicted  by  the  wording  of 

statutes  in  certain  States.  In  oth<  1 

especially  in  those  in  which  the  act 

operation  of  the  provisions  of  the  lav 

placed  under  the  guidance  and  sup- 

vision  of  the  health  departments,  a i 

gram  of  full  and  free  reciprocity  wo  1 

seem  to  be  entirely  feasible.  A liber 

zation  to  this  degree  would  serve  ot 

prevent  unjustifiable  antagonism  tow:i 

Jr 

the  measures,  a circumstance  which  s 
always  detrimental  to  the  advance  f 
social  progress. 

It  is  therefore  recommended  that  e 
several  State  health  officers  adminisl  " 
ing  the  laws  requiring  premarital  > 
aminations  including  serologic  tests  r 
syphilis  reciprocate  with  all  State  <i 
local  laboratories  in  those  States  wilt 
the  Surgeon  General  of  the  Public  Heat) 
Service,  after  consultation  with  the  Cu- 
mittee  on  Evaluation  of  Serodiagnoic 
Tests  for  Syphilis,  certifies  as  being  >• 
proved  for  the  performance  of  such  s<>- 
logic  tests.  Such  full  reciprocity  shod 
be  extended  by  the  States  wherever  e 
procedure  is  not  specifically  interdicd 
by  the  wording  of  the  State  statutes. 

Eeciprocity  should  also  be  furthed 
by  the  delegation  of  broad  powers  o 
State  health  departments  in  matters 
taining  to  the  practical  administral  n 
of  the  enactments  of  premarital  Inf- 
lation under  advisement  at  this  tim< 
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yphilis-Malaria  Survey,  Onslow  County,  North  Carolina 

FRANK  S.  FELLOWS,  Surgeon,  and  WILLIAM  B.  PERRY, 

Special  Consultant,  U.  S.  Public  Health  Service 


3E  VENEREAL  disease  program  in 
e State  of  North  Carolina  was  given 
nsiderable  impetus  in  the  fall  of  1937 
a gift  of  $100,000  from  the  Zachary 
mith  Reynolds  Foundation.  In  1938 
ilditional  financial  assistance  was  re- 
ived from  the  United  States  Public 
,ealth  Service.  As  a result  of  this  fi- 
incial  aid,  the  venereal  disease  control 
ogram  was  under  way  without  an 
mndant  knowledge  of  the  exact  prev- 
,ence  of  the  venereal  diseases  in  the 
ate.  Clark  (7)  reported  that  11.8  per- 
nt  of  the  10,198  Negroes  in  Pitt  County, 
irth  Carolina  examined  in  1931  had 
isitive  Wassermann  reactions.  Other 
laller  and  scattered  surveys  in  the 
ate  showed  from  15  to  30  percent  posi- 
re  reactions. 

Malaria  is  very  prevalent  in  some  see- 
ms of  North  Carolina  and  many  health 
icers  and  private  physicians  have  noted 
Iscrepancies  in  their  serologic  reports, 
ipecially  in  malarious  areas  during  the 
alaria  season.  It  is  apparently  a well- 
tablished  fact  that  malaria  can  give 
Ise  positive  reactions  to  serologic  tests 
r syphilis.  Several  of  the  health  ofii- 
rs  in  North  Carolina  have  at  times 
cured  a blood  smear  for  malaria  exam- 
ation  and  a blood  specimen  for  sero- 
gic  examination  at  the  same  time, 
ost  of  them  used  blood  obtained  from 
vein  for  both  tests.  The  results  have 
ren  unsatisfactory  and  not  enough  spec- 
lens  have  been  secured  to  draw 
nclusions. 

This  survey  was  carried  on,  therefore, 
r the  purpose  of  determining  the  prev- 
ence  of  syphilis  and  malaria  in  a given 
ea  and  the  effect  of  malaria  on  the 
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serologic  report  as  sent  out  from  the 
laboratory.  We  have  not  attempted  to 
show  the  variations  in  the  different  sero- 
logic tests.  Additional  data  which  we 
secured  are  also  presented. 

Syphilis  control  in  North  Carolina  is 
primarily  a problem  of  control  among 
the  Negro  race.  About  90  percent  of 
persons  reported  as  having  syphilis  and 
patients  under  treatment  for  syphilis  be- 
long to  this  race.  We  have,  therefore, 
confined  our  study  to  Negroes  only. 

A county  in  the  eastern  or  malarious 
section  of  the  State  in  which  little  ef- 
fort had  been  made  to  reduce  the  prev- 
alence of  either  syphilis  or  malaria,  was 
considered  appropriate  for  our  survey. 
Accordingly,  it  was  decided  to  select  a 
county  that  had  never  had  an  organized 
health  department  and  was  not  sur- 
rounded by  counties  that  did  have. 

Onslow  County  was  finally  selected  as 
most  nearly  meeting  our  criteria.1  This 
county  borders  on  the  Atlantic  Ocean,  is 
about  half  way  from  the  northern  to  the 
southern  border  of  the  State,  and 
abounds  in  marshes  and  small  streams. 
The  county  contains  743  square  miles  and 
had  a total  population  of  15,289  in  1930 
or  20.6  persons  per  square  mile.  There 
were  4,079  Negroes  enumerated  in  this 
county  in  1930,  or  26.6  percent  of  the 
total.  The  county  is  entirely  rural,  (he 
largest  town  having  a population  of  ap- 
proximately 800.  Most  of  the  residents 


This  study  was  made  possible  by  funds 
granted  by  the  United  States  Public  Health 
Service  to  the  North  Carolina  State  Board  of 
Health. 

1 A full-time  health  department  was  organ- 
ized in  Onslow  County,  January  1,  1941. 
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are  engaged  in  farming  and  are  not  in- 
clined to  move  about  a great  deal;  in 
fact,  over  88  percent  of  the  Negro  popu 
lation  have  had  no  more  than  two  differ 
ent  residence  in  the  past  5 years. 

The  securing  of  blood  samples  was 
carried  out  between  August  1,  1939  and 
April  1,  1940.  A Negro  physician  and 
nurse  obtained  all  blood  specimens  and 
filled  out  the  questionnaire.  They  re- 
sided in  the  county  during  the  entire 
survey.  A house-to-house  canvass  was 
made  in  order  to  get  as  many  as  possible 
of  all  Negroes  residing  in  the  county.  In 
addition,  blood  specimens  were  taken  at 
schools,  churches,  picnics,  or  wherever  a 
crowd  congregated.  Approximately  80 
percent  of  the  entire  population  was 
tested.  The  county  was  divided  into  18 
districts  so  that  we  could  secure  the  geo- 
graphic distribution  of  both  syphilis  and 
malaria. 

Venous  blood  was  secured  for  the 
serologic  test,  and  a finger  puncture  was 
made  in  order  to  secure  a “thick  smear” 
for  the  malaria  examination.  All  sero- 
logic specimens  were  examined  by  the 
Kline  diagnostic  test.  Those  serums 
which  gave  positive  and  doubtful  reac- 
tions with  this  test  were  also  examined 
by  the  Eagle  complement  fixation  test. 
These  tests  were  performed  by  the  North 
Carolina  State  Laboratory  of  Hygiene. 
Malaria  smears  were  stained  by  the 
Giemsa  technic  and  examined  by  a skilled 
technician. 

When  the  laboratory  reported  positive 
or  doubtful  serologic  reactions  for 
syphilis  or  the  presence  of  malaria  para- 
sites, an  additional  specimen  was  secured 
and  the  tests  repeated.  Intervals  be- 
tween tests  varied  generally  between  6 
and  10  weeks.  In  some  instances  where 
there  was  a discrepancy  between  the  re- 
sults of  tests,  as  many  as  four  specimens 
were  taken  from  one  person.  All  repeat 
tests  included  serologic  tests  for  syphilis 
and  search  for  malaria  parasites.  Tests 
were  also  repeated  whenever  hemolysis 
or  breakage  occurred. 

A questionnaire  was  filled  out  for 
each  person  tested.  This  contained  in- 


formation which  we  considered  mig 
throw  some  light  on  the  possible  re 
tionsliip  of  syphilis  to  malaria. 


RESULTS  OF  SEROLOGIC  SURVEY 


Age,  Sex,  Marital  Status. — A total 
3,244  individuals  were  tested,.  The 
were  1,451  males  and  1,793  females 
the  group.  The  age  and  sex  distributi 
of  the  population  surveyed,  with  resu 
of  serologic  tests  for  syphilis  and  t 
examinations  for  malaria  parasites  a 
shown  in  table  1.  The  marital  status 
the  group  was  approximately  as  follow 
Single,  66  percent ; married,  29  percer 
widowed,  4 percent ; separated,  1 percei 
divorced,  0.1  percent. 

Serologic  Findings. — Of  the  3,P 
persons  tested  there  were  2,760  (8 
percent)  who  were  serologically  nej ■ 
tive  on  the  first  test.  Only  the  mala)  j 
patients  were  retested  in  this  groi 
There  were  585  specimens  that  ga 
either  positive  malaria  findings  or  pc 
tive  or  doubtful  serologic  findings,  a! 
511  of  these  were  retested  one  or  me 
times.  Ninety-five  percent  of  all 
dividuals  with  a positive  or  doubt: l 
serologic  reaction  had  two  or  more  tes 


We  were  able  to  make  a final  seroloo 


classification  of  all  persons  as  follow: 


Positive,  9.9  percent ; doubtful,  5.0  p 
cent;  negative,  85.1  percent  (tables 
and  2). 

These  tables  show  that  the  prevalei 
of  syphilis  in  the  Negro  popidation 


. 


Onslow  County,  North  Carolina,  is  sor- 


what  lower  than  in  other  similar  grou 
Crabtree  and  Bishop  (2)  reporting  fro 
Tennessee  and  Burney  (3)  from  Georp 
found  approximately  26  percent  posit  : 
serologic  reactions  in  each  ar 
Walker,  Haney  and  Ricks  (^),  wo 


ing  in  Mississippi,  secured  results  me 
nearly  approximating  ours — 7.1  perce. 


The  results  obtained  by  Maxcy  al 
Brumfield  (5)  in  a survey  carried  <• 
in  Virginia  correspond  closely  w1 
ours — 9.7  percent. 

Age  and  Sex  Distribution. — The  i ‘ 
and  sex  distribution  of  our  cases  w 1 
positive  and  doubtful  serologic  reactiG 
is  shown  in  table  1.  Females  avera;  1 
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fL.2  percent  positive  reactions  while  the 
tale  average  was  8.3  percent.  How- 
Irer,  in  the  age  groups  above  30,  the 
tales  alternated  with  the  females  in 
ircentage  of  positive  serologic  reactions. 

!he  higher  percentage  of  doubtful  reac- 
ons  in  the  younger  age  group  is  be- 


lieved to  be  due  to  the  fact  that  this 
group  shows  the  greatest  malaria  prev- 
alence. In  the  oldest  age  groups  the 
doubtful  reactions  again  increase  which 
may  be  accounted  for  by  the  accumu- 
lated treated  and  untreated  syphilitics 
in  this  group. 


Table  1. — Serologic  and  malaria  findings  by  age  groups  and  sex 


Sex' 

Age  group 

Malaria 

Serologic  results 

Total 

Positive 

Doubtful 

Negative 

Num- 

ber 

Per- 

cent 

Num- 

ber 

Per- 

cent 

Num- 

ber 

Per- 

cent 

Num- 

ber 

Per- 

cent 

Num- 

ber 

Per- 

cent 

/Under  1 year. . . 

0.0 

1 

20.0 

0.0 

4 

80.0 

5 

100.0 

1-4  years.  

5 

2.8 

3 

1.7 

2 

1. 1 

173 

97.  2 

178 

100.0 

5-9  years 

16 

5.4 

14 

4.8 

17 

5.8 

263 

89.4 

294 

100.0 

10-14  years 

13 

4.4 

8 

2.7 

20 

6.7 

270 

90.6 

298 

100.0 

15-19  years . 

8 

4.0 

10 

5.0 

3 

1.5 

186 

93.5 

199 

100.  0 

20-24  years 

3 

3.5 

8 

9.3 

5 

5.8 

73 

84.9 

86 

100.0 

• 

25-29  years 

1 

1.3 

12 

15.4 

4 

5. 1 

62 

79.5 

78 

100.0 

30-34  years 

2 

3.7 

18 

33.3 

1 

1.9 

35 

64.8 

54 

100. 0 

35-39  years __ 

1 

2.2 

9 

20.0 

.0 

36 

80.  0 

45 

100.  0 

.0 

8 

25.8 

.0 

23 

74.  2 

31 

100.0 

45-49  years 

.0 

4 

9.8 

3 

7.3 

34 

82.9 

41 

100.0 

50-54  years...  

1 

2.9 

10 

29.4 

3 

8.8 

21 

61.8 

34 

100.0 

.0 

5 

20.0 

0.0 

20 

80.0 

25 

100.0 

,60  years  & over 

.0 

10 

12.0 

3 

3.0 

70 

84.4 

83 

100.0 

Total 

50 

3.4 

120 

8.3 

61 

4.2 

1,  270 

87.5 

1,451 

100.0 

/Under  1 year . 

.0 

.0 

.0 

4 

100.  0 

4 

100.  0 

1-4  years..  ..  ..  

3 

1.9 

6 

3.7 

6 

3.7 

149 

92.5 

161 

100.0 

5-9  years 

10 

2.9 

19 

5.5 

31 

9.0 

293 

85.4 

343 

100.0 

10-14  years 

10 

3.6 

13 

4.6 

15 

5.3 

253 

90.0 

281 

100.  0 

15-19  years 

12 

5.0 

17 

7.  1 

14 

5.9 

208 

87.0 

239 

100.  0 

20-24  years 

4 

2.7 

27 

18.0 

6 

4.0 

117 

78.0 

150 

100.0 

imale 

25-29  years . 

3 

2.4 

29 

22.8 

4 

3.  1 

94 

74.0 

127 

100.0 

30-34  years 

2 

2.0 

19 

18.8 

7 

6.9 

75 

74.3 

101 

100.0 

35-39  years . . 

3 

3.3 

26 

29.0 

2 

2.2 

62 

68.9 

90 

100.  0 

40-44  years __ 

.0 

10 

17.  2 

4 

6.9 

44 

75.9 

58 

100.  0 

45-49  years 

2 

3.5 

13 

22.8 

3 

5.3 

41 

71.9 

57 

100.0 

50-54  years ... 

.0 

7 

13.0 

2 

3.7 

45 

83.3 

54 

100.  0 

.0 

9 

19.  6 

1 

2.2 

36 

78.3 

46 

100.  0 

60  years  & over 

2 

2.4 

6 

7.3 

7 

8.5 

69 

84.  1 

82 

100.  0 

Total 

51 

2.8 

201 

11.2 

102 

5.  7 

1,490 

83.1 

1,793 

100.0 

able  2. — Comparison  of  the  serologic  results  of  persons  with  malaria , with  a history 

of  malaria,  and  without  either 


Serologic  results 


Positive 

Doubtful 

Negative 

Total 

Number 

Percent 

Number 

Percent 

Number 

Percent 

Number 

Percent 

ith  malaria 

11 

10.9 

24 

23.8 

66 

65.3 

101 

100.0 

itb  history  of  malaria 

156 

14.  2 

61 

5.  6 

877 

80.  2 

1 , 094 

100.  0 

ithout  either 

154 

7.  5 

78 

3.8 

1,817 

88.  7 

2, 049 

100.0 

>tal 

321 

9.9 

163 

5.0 

2,  760 

85.  1 

3,  244 

100.  0 

Geographic  Distribution. — A wide  vari- 
tion  in  the  serologic  findings  was  noted 
i the  different  districts  (table  8).  The 
ercentage  of  persons  with  positive  sero- 


logic reactions  in  the  different  districts 
varied  from  0 to  23.  The  residents  of 
district  number  8,  where  we  found  no 
positive  reactions,  are  reported  to  be  very 
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moral.  District  number  2,  where  we 
found  the  highest  percentage  of  positive 
reactions,  22.7,  is  practically  isolated 
from  other  parts  of  the  county.  The 
people  seldom  get  to  town  but  mingle 
freely  in  their  own  group.  One  can  sur- 
mise, however,  that  several  cases  of  infec- 
tious syphilis  have  no  doubt  found  their 
way  into  this  district. 

The  town  of  Jacksonville  is  located  in 
district  number  6 and  Richlands  in  dis- 
trict number  2.  Neither  of  these  towns 
shows  a much  higher  than  average  inci- 
dence of  positive  serologic  reactions. 

The  population  of  the  county  is  very 
stable ; 90.6  percent  of  the  positive  sero- 
logic group  have  been  residents  of  the 
county  over  5 years  and  76  percent  over 
10  years.  There  seems  to  be  no  evidence 
that  there  has  been  an  influx  of  outsiders 
into  the  county,  and  this  is  perhaps  the 
reason  for  the  low  prevalence  of  syphilis. 

Marital  Status. — Figure  1 shows  the 
relationship  of  the  marital  status  to  the 
serologic  reactions.  The  greatest  prev- 
alence of  syphilis  as  shown  by  positive 
serologic  tests  is  in  the  separated  group, 
46  percent  in  the  female  and  36.2  percent 
in  the  male.  This  is  to  be  expected  as 


promiscuity  on  the  part  of  one  of  tlj 
married  partners  is  the  usual  cause  f 
separation. 

Relationship  of  Occupation  to  Ser 
logic  Status. — The  relationship  of  occi 
pation  to  serologic  findings  is  shown 
tabular  form  in  table  3.  The  percenta; 
of  positive  serologic  reactions  con 
spends  closely  to  that  obtained  in  otb 
smaller  surveys  done  in  the  State.  D 
mestic  servants  as  well  as  food  handle 
are  required  to  have  blood  tests.  Oth 
surveys  have  shown  from  25  to  33  pe 
cent  positive  reactions  in  this  combini 
group.  Our  percentage  was  25.4.  Pi 
natal  examinations  in  the  State  have  be.! 
showing  from  15  to  20  percent  positil 
reactions  so  that  our  figure  of  17.2  percei 
for  housewives  corresponds  closely, 
should  be  explained  that  the  groi 
headed  “self-employed,”  which  show, 
the  greatest  percentage  of  positives  i 
eludes  mostly  persons  operating  a snu 
business  or  shop,  such  as  a shoe  repa 
shop,  a boarding  house,  a laundry, 
grocery  store.  jj 

Previous  Medical  History. — We  foui 
a history  of  symptoms  as  well  as  pni 
ence  of  symptoms  suggestive  of  sypliilii 

PERCE  NT 


ARITAL  STATUS  SEX 


SEPARATED 


WIDOWED 


MARRIED 


SINGLE 


Figure  1. — Percentage  of  positive  and  doubtful  serologic  tests  for  syphilis  by  sex  and  marii 

status. 
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tl  i fection  more  frequently  in  patients  with 
tpsitive  serologic  reactions  for  syphilis 
tan  in  those  with  negative  reactions. 
'ti  i Effect  of  Syphilis  Upon  Pregnancies. — 
w takes  (6)  mentions  the  increased  con- 
n ption  rate  usually  found  among  syphi- 
ta|  tic  women.  Our  study  does  not  agree 
m ith  this  as  will  be  seen  in  table  4.  This 
tt  ble  shows  that  in  almost  all  age  groups 
Bite  conception  rate  is  lower  in  the  syphi- 
llt  tic  than  in  the  nonsyphilitic  woman, 
tli  he  average  number  of  pregnancies  in 
pt  le  syphilitic  group  above  20  years  of 
liui  ?e  was  3.5,  while  in  the  nonsyphilitic 
Pi  was  4.4.  In  women  who  had  conceived 
tele  found  that  the  syphilitic  woman  had 


it 


had  an  average  of  4.3  and  the  nonsyph- 
ilitic woman  an  average  of  5.2  preg- 
nancies. In  this  same  age  group  81  per- 
cent of  the  syphilitic  and  85  percent  of 
the  nonsyphilitic  women  had  conceived, 
probably  showing  a higher  sterility  rate 
in  the  syphilitic  woman.  We  also  found 
that  7.8  percent  of  the  seropositive  and 
10.5  percent  of  the  seronegative  women 
in  the  child-bearing  age  were  pregnant  at 
the  time  of  our  survey.  Table  5 shows 
a slightly  lower  percentage  of  positive 
and  doubtful  reactions  among  pregnant 
women  than  among  women  who  were  not 
pregnant. 


:cs  liBLE  3. — Occupational  status  of  individuals  surveyed,  icith.  serologic  and  malaria 

findings 


Serologic  results 

Occupation 

Positive 

Doubtful 

Negative 

JL  U Idl 

Num- 

ber 

Per- 

cent 

Num- 

ber 

Per- 

cent 

Num- 

ber 

Per- 

cent 

Num- 

ber 

Per- 

cent 

Num- 

ber 

Per- 

cent 

rm  owner 

3 

1.3 

40 

17.0 

8 

3.4 

187 

79.6 

235 

100.0 

rm  tenant.  . 

9 

2.9 

46 

14.9 

16 

5.2 

246 

79.9 

308 

100.0 

tool  child 

63 

4.6 

61 

4.4 

93 

6.8 

1,  222 

88.8 

1,  376 

100.0 

eschool  child 

9 

2. 1 

14 

3.2 

10 

2.3 

412 

94.5 

436 

100.0 

borer _ _ . . 

8 

2.8 

49 

17.1 

10 

3.5 

227 

79.4 

286 

100.0 

msewife.- 

imestics  and  food- 

6 

1.6 

65 

17.2 

16 

4.2 

298 

78.6 

379 

100.0 

landlers.  

2 

1.6 

32 

25.4 

5 

4.0 

89 

70.6 

126 

100.0 

ofessional-.- _ 

1 

5.0 

1 

5.0 

1 

5.0 

18 

90.0 

20 

100.0 

if-employed.  

.0 

8 

29.6 

2 

7.4 

17 

63.0 

27 

100.0 

me 

.0 

5 

9.8 

2 

3.9 

44 

86.3 

51 

100.0 

Total 

101 

3.1 

321 

9.9 

163 

5.0 

2,  760 

85.  1 

3,  244 

100.0 

Table  4. — Pregnancies  in  females  by  age  groups  and  serologic  status 


Age  group 

Serologic  status 

Total  females 

Have  had  preg- 
nancies 

Total  num- 
ber of  preg- 
nancies 

Average 
pregnancies 
for  females 
who  have 
been  preg- 
nant 

Number 

Percent 

Number 

Percent 

Positive 

176 

100.0 

127 

72.2 

519 

4.1 

M ages 

Doubtful 

66 

100.  0 

34 

51.  5 

159 

4.  7 

Negative 

1,043 

100.0 

535 

51.3 

2,  635 

4.9 

Positive .. 

30 

100.0 

9 

30.0 

11 

1.2 

19  years... 

Doubtful... 

30 

100.  0 

2 

6.  7 

4 

2.0 

Negative.  

460 

100.0 

42 

9. 1 

56 

1.3 

Positive. ..  ..  . 

56 

100.0 

39 

69.6 

118 

3.0 

-29  years 

10 

100.0 

9 

90.0 

28 

3.  1 

Negative  . . . 

211 

100.0 

161 

76.3 

490 

3.0 

Positive  . . .. 

45 

100.0 

39 

86.7 

158 

4.1 

39  years 

9 

100.0 

8 

88.9 

25 

3.  1 

Negative  . . 

137 

100.0 

119 

86.9 

664 

5.6 

Positive 

23 

100.0 

19 

82.6 

124 

6.5 

-49  years 

7 

100.0 

100.  0 

42 

6.0 

Negative..  ._  ..  ._ 

85 

100.0 

79 

92.9 

553 

7.0 

Positive 

22 

100.0 

21 

95.4 

108 

5.  1 

years  and  over... 

Doubtful 

10 

100.0 

8 

80.0 

60 

7.5 

Negative 

150 

100.0 

134 

89.3 

872 

6.5 
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Table  5. — Females  in  child-bearing  age  lo-J/5:  Number  who  were  pregnant  at  tim  I 
of  survey  and  relationship  to  serologic  findings 


Serologic  status 

Females  in  child- 
bearing age 

Pregnant  at  time  of 
survey 

Not  pregnant  at  time 
of  survey 

Number 

Percent 

Number 

Percent 

Number 

Percent 

Positive . _ ._ 

128 

16.7 

10 

13.2 

118 

17. 

Doubtful 

37 

4.8 

3 

3.9 

34 

4. 

Negative 

600 

78.5 

63 

82.9 

537 

77 

Total 

765 

100.0 

76 

100.0 

689 

100 

Serologic  and  Treatment  History. — 
All  persons  tested  were  questioned  re- 
garding previous  serologic  tests  and 
amount  of  treatment  received.  Table  6 
shows  the  results  of  our  questions.  It 
will  be  seen  that  only  18.7  percent  of  the 
persons  whom  we  found  to  be  positive 
gave  a history  of  a previously  positive 
blood  test.  In  our  doubtful  cases  4.8 
percent  had  previously  been  positive, 
and  1.4  percent  of  the  negative  cases 
had  been  positive.  Apparently  the 
physicians  in  this  area  have  been  some- 
what suspicious  of  syphilis  as  39.3 
percent  of  our  positive  cases  had  had  a 
prior  blood  test  while  only  15.5  percent 
of  the  negative  cases  had  had  one.  Pre- 
sumably about  15  percent  of  our  positive 
cases  have  become  positive  since  the 
physician  tested  them,  or  they  were  mis- 
informed of  the  result  of  the  test.  Only 
4 cases  of  syphilis  were  reported  to  the 
State  board  of  health  from  Onslow 
County  in  1939. 

The  treatment  history  of  persons  sur- 
veyed clearly  shows  the  inadequacy  of 
treatment  received  in  an  area  where  no 
public  clinics  are  available.  We  found 
that  81.3  percent  of  the  positive  cases 
had  had  no  treatment.  Among  women 
who  had  been  pregnant  we  found  that 
only  8.4  percent  of  those  with  a positive 
serologic  reaction  had  had  previous  anti- 
syphilitic treatment,  while  in  the  doubt- 
ful group  3.0  percent  and  in  the  negative 
group  2.9  percent  had  had  treatment. 

RESULTS  OP  MALARIA  SURVEY 2 

Prevalence—  In  a total  of  3,244  per- 
sons tested  we  were  able  to  find  malaria 
protozoa  in  the  blood  of  101  (3.1  per- 

2 12 


cent).  We  were  able  to  do  a seconi 
third,  or  fourth  test  in  92  of  these  1C 
patients  with  malaria  protozoa.  Plasmc 
dium  falciparum  (estivo-autumnal)  wa 
found  in  93.1  percent,  and  Plasmc 
dium  vivax  (benign  tertian)  in  6. 
percent  of  those  infected.  Parasite 
were  again  found  in  38  of  the  92  persor 
who  were  reexamined. 

Malaria  History  and  Treatment  R< 
ceived. — Malaria1  has  been  present  i 
Onslow  County  for  a great  many  year: 
As  early  as  1884,  the  reports  to  the  Stat 
board  of  health  show  that  it  was  a ver 
common  disease,  especially  in  the  fa 
months.  Fifty-four  deaths  from  m: 
laria  were  reported  from  this  count 
during  the  past  19  years.  Malaria  wa 
made  reportable  in  1937  and  since  the 
only  5 cases  of  malaria  have  been  r 
ported  although  there  have  been 
deaths. 

We  questioned  all  persons  regardir 
malaria  history  and  found  that  1,01 
(33.7  percent)  gave  a history  of  havir 
had  malaria.  The  results  of  our  que 
tionnaire  are  shown  in  table  7.  M 
note  that  45.8  percent  of  all  persons  wl 
have  had  malaria  claim  to  have  bee 
treated  by  a physician.  Considerii 
that  the  same  proportion  of  all  cases  r 
ceived  treatment  from  a physician  in  tl 
year  prior  to  our  survey,  we  can  esl 
mate  that  approximately  200  patien 
were  thus  treated.  Reporting  of  m 
laria  by  physicians  is  therefore  negl 
gible.  ! 

2 In  this  paper  the  presence  of  malaria  pai 
sites  in  the  blood  is  considered  as  evideD 
that  the  person  has  malaria,  although  it 
realized  that  in  many  cases  no  symptoms 
the  disease  are  present.  <1 
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able  6. — Previous  blood  tests  and  treatment-history  of  all  cases  surveyed  with 

present  serologic  findings 


Present  serologic  findings 


’revious  blood  tests,  year  in  which  they  were 
performed,  and  history  of  treatment 

Positive 

Doubtful 

Negative 

Number 

Percent 

Number 

Percent 

Number 

Percent 

PREVIOUS  BLOOD  TESTS 

i st  year — Positive . 

16 

5.0 

2 

1.2 

7 

0.3 

■ years — Positive 

32 

10.0 

3 

1.8 

21 

.8 

■er  5 years— Positive.  

12 

3.7 

3 

1.8 

8 

.3 

st  year — Negative 

3 

.9 

2 

1.2 

31 

1.  1 

■ years.— Negative 

37 

11.5 

5 

3.  1 

235 

8.5 

' er  5 years— Negative  ..  . ...  . _ 

10 

3. 1 

2 

-1.2 

39 

1.4 

i (known . ... 

16 

5.0 

5 

3.1 

94 

3.4 

•ne ..  . . . 

195 

60.8 

141 

86.5 

2,  325 

84.  2 

Total, 

321 

100.0 

163 

100.0 

2,760 

100.0 

TREATMENT 

. st  year . . _ 

16 

5.0 

3 

1.8 

5 

.2 

.!  years 

31 

9.7 

4 

2.5 

22 

.8 

er  5 years ..  

13 

4.0 

3 

1.8 

11 

.4 

?ne 

261 

81.3 

153 

93.9 

2,722 

98.6 

Total, 

321 

100.0 

163 

100.0 

2,  760 

100.0 

AMOUNT  OF  TREATMENT 

der  5 — Neo.  no  heavy  metal . 

12 

3.7 

2 

1.2 

12 

.4 

PO— Neo.  no  heavy  metal 

24 

7.5 

6 

3.7 

14 

.5 

1,20 — Neo.  no  heavy  metal  . ... 

10 

3. 1 

2 

1.2 

4 

2 

i ove  20 — Neo.  no  heavy  metal. 

2 

.6 

4 

1.3 

3 

. 1 

t) — Neo.  6-10  heavy  metal  _ . 

4 

1.3 

2 

. 1 

120 — Neo.  11-20  heavy  metal. 

2 

.6 

1 

.3 

i neo.  under  10  heavy  metal. 

1 

.3 

3 

. 1 

1 treatment 

261 

81.3 

153 

93.9 

2,  722 

98.6 

Total, 

321 

100.0 

163 

100.0 

2,  760 

100.0 

Ige,  Sex  Distribution  of  Malaria. — 
‘ proximately  77  percent  of  all  cases  of 
i laria  that  we  found  occurred  in  the 
1 5 group  below  20.  There  was  the 
ual  slightly  higher  prevalence  rate  in 
t • male  than  in  the  female — 3.4  percent 
t'l  2.8  percent,  respectively  (table  1). 


Occupational  Distribution  of  Ma- 
laria.— Table  3 shows  the  occupational 
status  of  all  patients  who  had  malaria. 
Of  the  total  number,  72  percent  were 
preschool  and  school  children,  and  ap- 
proximately 18  percent  of  the  total  were 
outside  workers,  laborers,  and  farm 
tenants. 


?able  7. — Malaria  history  of  population  surveyed  showing  time-period  in  which 
malaria  was  acquired  and  type  of  treatment 


Number 

Percent 

viduals  questioned ...  .. 

3,  244 

100. 0 

listory  of  malaria 

2,  150 

66.3 

ory  of  malaria 

1,094 

33.  7 

ory  of  malaria  in  past  year 

423 

38.7 

ory  of  malaria  1-5  years  aeo 

256 

23.  4 

ory  of  malaria  over  5 years  ago.  _ . . . 

415 

37.9 

Total.. 

1.094 

100.  0 

tment  received: 

Physicians 

501 

45.  8 

Some  treatment,  herbs,  etc..  . 

501 

45.8 

iPatent  medicines ...  ......... 

40 

3.  7 

Quinine . . _ 

11 

1.  0 

Vone 

41 

3.7 

Total . 

1,094 

100.0 
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Table  8. — Serologic  results,  malaria  and  history  of  malaria  by  district 


District  Number 

Malaria 

Serologic  results 

Total 

Positive 

malaria 

History  of 
malaria 

Neither 
malaria  nor 
history  of 
malaria 

Positive 

Doubtful 

Negative 

Num- 

ber 

Per- 

cent 

Num- 

ber 

Per- 

cent 

Num- 

ber 

Per- 

cent 

Num- 

ber 

Per- 

cent 

Num- 

ber 

Per- 

cent 

Num- 

ber 

Per- 

cent 

Num- 

ber 

Pe 

ce 

0.0 

43 

16.1 

224 

83.9 

22 

8.2 

14 

5.3 

231 

86.5 

267 

10 

3 

.6 

132 

26.8 

357 

72.6 

56 

11.4 

23 

4.7 

413 

83.9 

492 

10 

.0 

41 

30. 1 

95 

69.9 

9 

6.6 

6 

4.  4 

121 

89.0 

136 

10 

3 

5. 1 

18 

30.5 

38 

64.4 

3 

5. 1 

4 

6.8 

52 

88. 1 

59 

10 

.0 

51 

31.3 

112 

68.7 

18 

11.0 

5 

3.0 

140 

86.0 

163 

10 

15 

5.2 

152 

52.2 

124 

42.6 

36 

12.4 

25 

8.6 

230 

79.0 

291 

10 

4 

2.7 

50 

34.3 

92 

63.0 

18 

12.3 

8 

5.5 

120 

82.2 

146 

10 

1 

1.  1 

17 

17.9 

77 

81.0 

.0 

1 

1.0 

94 

99.0 

95 

10 

32 

12.5 

136 

53.  1 

88 

34.4 

25 

9.8 

15 

5.8 

216 

84.4 

256 

10 

5 

3.  1 

70 

42.9 

88 

54.0 

10 

6. 1 

5 

3. 1 

148 

90.8 

163 

10 

.0 

17 

25.8 

49 

74.  2 

15 

22.  7 

3 

4.6 

48 

72.7 

66 

10 

3 

1.8 

70 

41.7 

95 

56.5 

8 

4.8 

11 

6.5 

149 

88.7 

168 

10 

1 

.6 

58 

33.3 

115 

66.1 

20 

11.5 

8 

4.6 

146 

83.9 

174 

10 

.0 

17 

28.3 

43 

71.  7 

6 

10.0 

5 

8.3 

49 

81.7 

60 

10 

4 

2.3 

60 

34. 1 

112 

63.6 

18 

10.  2 

6 

3.4 

152 

86.4 

176 

10 

.0 

31 

15.6 

168 

84.4 

6 

3.0 

1 

.5 

192 

96.5 

199 

10 

8 

3.7 

70 

32.  1 

140 

64.  2 

30 

13.8 

12 

5.5 

176 

80.7 

218 

10 

22 

19.  1 

61 

53.  1 

32 

27.8 

21 

18.  2 

11 

9.6 

83 

72.  2 

115 

10 

Total 

101 

3.1 

1, 094 

33.7 

2,049 

63.2 

321 

9.9 

163 

5.0 

2,760 

85.1 

3,244 

10 

Jf 

- 


c 

l«i 
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Geographic  Distribution  of  Malaria. — 
The  distribution  of  cases  in  the  dis- 
tricts of  the  county  is  shown  in  table  8. 
Districts  number  9 and  18  have  the 
highest  prevalence  rate,  12.5  and  19.1 
percent  respectively.  These  districts  are 
swampy  in  many  places  and  are  near 
stagnant  fresh  water.  Farther  inland 
the  elevation  is  greater ; farther  seaward 
the  water  becomes  brackish,  especially 
at  high  tide.  Neither  of  these  condi- 
tions offers  a suitable  breeding  place 
for  the  anopheline  mosquito. 

The  same  districts,  9 and  18,  which 
showed  the  highest  prevalence  rate  of 
malaria  also  had  a history  of  the  high- 
est malaria  rate  (table  8).  In  these 
districts  53  percent  of  all  people  sur- 
veyed gave  a history  of  having  had  ma- 
laria. District  number  6 had  a history 
of  high  malaria  incidence,  52.2  percent, 
but  a relatively  low  prevalence,  5.2 
percent.  This  district,  which  includes 
the  town  of  Jacksonville,  has  recently 
had  considerable  drainage  work  done  by 
WPA  labor — an  example  of  a work  proj- 
ect that  has  shown  very  valuable  results. 

In  malaria  as  in  syphilis  we  can  find 
no  evidence  to  show  that  the  disease  is 
being  brought  into  the  county  by  out- 
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siders,  57.4  percent  of  the  malaria  cas  _ 
having  resided  in  the  county  over 
years  and  86.1  percent  over  5 years. 

Seasonal  Occurrence  of  Malaria. — T 
greatest  number  as  well  as  the  high! 
percentage  of  positive  malaria  smea 
were  obtained  in  October.  This  tak 
into  consideration  initial  tests  on 
The  highest  percentage  of  positive  tir;- 
ings  was  observed  on  repeat  examii 
tions  in  March.  This  shows  that  a nu 
ber  of  patients  who  had  positive  te; 
earlier  in  the  season  were  still  infect 
at  the  time  the  tests  on  them  were 
peated.  Both  of  these  findings  qu 
well  coincide  with  the  usual  distributi 
of  estivo-autumnal  malaria  in  tl 
latitude. 

Change  in  Serologic  Reaction. — -It  h 
been  fairly  well  established  by  vario 
investigators  that  false  positive  bio 
serologic  reactions  for  syphilis  are  ve 
common  in  malaria.  Kitchen  and  < 
workers  (7)  have  shown  that  apparen 
nonsyphilitic  persons  who  are  giv 
therapeutic  malaria  will  at  some  time 
other  have  a false  positive  seroloj 
reaction  in  the  course  of  the  malar 
The  findings  in  our  survey  are  shown 
table  9.  We  can  divide  our  false  se 
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)gic  reactions  on  the  first  test  into  32.4 
-ercent  false  positives,  32.4  percent  false 
oubtfuls,  and  3.8  percent  false  nega- 
ives.  This  is  in  a group  who  would 
e considered  out-patients  and  the  type 
'horn  the  private  physician  would  be 
illed  upon  to  treat  either  at  home  or 
,fli  his  office. 

£ In  individuals  without  demonstrable 
' talaria  parasites  in  the  blood  we  found 
Iso  an  appreciable  number  of  false 
irologic  reactions.  There  were  13  per- 
int  false  positive  and  11.8  percent  false 
oubtful  reactions.  The  North  Carolina 
tate  Laboratory  of  Hygiene  has  par- 
cipated  in  the  national  serologic  sur- 
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veys  and  its  work  is  considered 
satisfactory.  We  must  conclude,  there- 
fore, that  many  of  the  individuals  tested 
in  this  malarious  region,  who  did  not 
have  demonstrable  parasites  in  the  blood, 
did  have  enough  reagin  to  cause  false 
positive  and  doubtful  serologic  reactions. 
There  seems  to  be  no  doubt  of  the  value 
of  repeat  serologic  tests  in  such  an  area. 
Examination  of  a thick  blood  smear  for 
malaria  parasites  in  conjunction  with 
the  serologic  test  seems  advisable  al- 
though the  absence  of  malaria  parasites 
should  not  be  considered  conclusive  evi- 
dence that  a patient  has  syphilis  if  the 
blood  serologic  reaction  is  positive. 


able  9. — Changes  in  serologic  results  between  first  and  second  tests  in  malaria  and 

nonmalaria  patients 


INDIVIDUALS  WITH  TWO  SEROLOGIC  TESTS 

Without  malaria 

With  malaria 

Number 

Percent 

Number 

Percent 

rst  test  positive  or  doubtful 

421 

100.0 

37 

100.0 

No  change  in  reaction . 

310 

75. 1 

13 

35.  1 

Remained  positive.  _ _ _ _ . 

280 

66.5 

11 

29.7 

Remained  doubtful 

36 

8.6 

2 

5.4 

Change  in  reaction.  _ 

105 

24.9 

24 

64.8 

Positive  to  doubtful 

9 

2. 1 

2 

5.4 

Positive  to  negative..  . . .... 

46 

10.9 

10 

27.0 

Doubtful  to  negative.  . . 

41 

9.7 

11 

29.7 

Doubtful  to  positive ________  

9 

2.  1 

1 

2.7 

rst  test  negative _ _ 

53 

100.  0 

No  change  in  reaction.  _ 

51 

96.  2 

Remained  negative _ _ 

51 

96.  2 

Change  in  reaction .. 

2 

3.8 

Negative  to  positive 

1 

1.9 

1 Negative  to  doubtful _ _ _ 

1 

1.  9 

able  10. — Serologic  results  of  first  and  second  tests  in  malaria  positive  cases  ivith 
relative  number  of  malaria  parasites  found 


'umber  of  malaria  parasites 
in  test 

Serologic  results 

Positive 

Doubtful 

Negative 

Total 

Number 

Percent 

Number 

Percent 

Number 

Percent 

Number 

Percent 

( Many 

7 

26.9 

6 

40.0 

19 

31.7 

32 

31.7 

[Few 

5 

19.2 

3 

20.0 

14 

23.  3 

22 

21.8 

st  test 

^Rare 

9 

34.6 

4 

26.  7 

27 

45.0 

40 

39.  6 

iNone 

5 

19.2 

2 

13.3 

0 

6.9 

[Total 

26 

100.0 

15 

100.0 

60 

100.0 

101 

100.0 

[Many 

O 

23. 1 

0 

0 

2 

2.8 

5 

5.6 

Few 

2 

15.4 

1 

20.0 

7 

9.7 

10 

11. 1 

:ond  test 

^Rare._ 

4 

30.8 

0 

0 

24 

33.3 

28 

31.  1 

|None_  ... 

4 

30.8 

4 

80.0 

39 

54.2 

47 

52.2 

[Total 

13 

100.0 

5 

100.0 

72 

100.0 

90 

100.0 
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Effect  of  Malaria  on  Final  Serologic 
Classification. — Table  2 shows  the  per- 
centage of  positive  reactions  in  the 
malaria  group  to  be  10.9  compared  with 

7.5  in  the  group  of  those  persons  who 
did  not  have  malaria.  The  difference  in 
the  doubtful  rate  is  more  marked,  being 
2b. S percent  in  people  with  malaria, 

5.6  percent  in  those  with  a history  of 
malaria,  and  3.8  percent  in  those  who 
had  never  had  malaria. 

Relationship  of  Number  of  Parasites 
to  Serologic  Reaction. — We  could  find  no 
definite  relationship  between  the  number 
of  parasites  found  in  the  smears  and 
the  serologic  reaction  in  the  initial  test. 
In  the  repeat  test  the  negative  serologic- 
group  alone  was  consistent,  2.8  percent 
showed  many  parasites,  9.7  percent  few, 
33.3  percent  rare,  and  54.2  percent  none 
(table  10). 

Effect  of  History  of  Malaria  on  Final 
Serologic  Classification. — In  table  2 is 
shown  a definitely  higher  percentage  of 
positive  'serologic  reactions  in  those  per- 
sons with  a history  of  malaria,  namely 
14.2,  than  in  those  without  this  history, 
7.5.  Our  findings  also  showed  that  48.6 
percent  of  persons  with  positive,  37.4 
percent  with  doubtful,  and  31.8  percent 
with  negative  serologic  reactions  have 
had  malaria ; 12.8  percent  of  persons 
with  positive,  19.0  percent  with  doubt- 
ful, and  12.7  percent  with  negative 
serologic  reactions  had  had  malaria  dur- 
ing the  year  prior  to  our  survey.  In 
figure  2 we  have  combined  the  positive 
and  doubtful  serologic  reactions  in  order 
to  show  graphically  the  effect  of  past 
history  of  malaria  upon  serologic  find- 
ings. In  those  persons  who  have  had 
malaria  there  is  a gradual  increase  in 
percentage  of  positive  and  doubtful  re- 
actions until  the  age  of  60.  In  persons 
who  have  not  had  malaria  there  is  the 
usual  type  of  curve  wherein  the  middle 
age  groups  contain  the  highest  percentage 
of  positive  reactions  with  a decreasing 
percentage  in  both  the  younger  and 
older  age  groups.  Until  approximately 
the  twenty-fifth  year,  the  percentage  of 
positive  and  doubtful  reactions  is  greater 
in  those  persons  who  have  had  malaria. 
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Between  the  ages  of  25  and  45  there 
an  increased  percentage  of  positive  ar 
doubtful  reactions  in  those  persons  wl 
have  not  had  malaria.  After  45  tl 
group  who  have  had  malaria  again  shov 
increased  percentages  of  positive  ar 
doubtful  reactions.  Kitchen  and  eowor 
ers  (7)  have  shown  that  therapeut 
malaria  will  cause  false  positive  serolog 
reactions  for  as  long  as  66  days  afb 
the  parasite  disappears  from  the  bloo 
Perhaps  natural  malaria  will  form  enoue 
reagin  to  cause  false  reactions  f< 
much  longer  periods  of  time.  Therape 
tic  malaria  has  been  considered  of  vah  - 
in  preventing  certain  forms  of  neur 
syphilis.  Perhaps  natural  malaria  ma 
be  of  value  in  preventing  syphilis  ; 
there  is  a noticeable  increase  in  pe 
centage  of  positive  and  doubtful  rea 
tions  in  the  group  who  have  not  ha 
malaria  during  the  middle  third  of  lii 
when  exposure  to  syphilis  is  greates 
More  studies  along  this  line  seem  to  1 
indicated  before  any  conclusions  can  1 
drawn. 

SUMMARY 

1.  A serologic  test  for  syphilis  and 
thick-smear  microscopic  examination  ft 
malaria  parasites  have  been  made  o 
over  80  percent  of  the  Negro  populatio 
of  Onslow  County,  North  Carolina. 

2.  Examinations  were  made  of  3,21 
persons,  and  9.9  percent  gave  positiv 
serologic  reactions. 

3.  Examinations  for  malaria  showe 
the  malaria  parasite  to  be  predom 
nately  Plasmodium  falciparum  ( estiv< 
autumnal). 

4.  Malaria  parasites  were  found  in  3. 
percent  of  persons  tested. 

5.  Data  are  presented  showing  the  ag< 
sex,  marital,  occupational,  and  get 
graphic  distribution  of  the  persons  wit 
positive  serologic  reactions. 

6.  Graphs  and  charts  are  presente 
to  show  the  effect  of  syphilis  upon  th 
outcome  of  pregnancies. 

7.  The  inadequacy  of  serologic  testing 
treatment  of  syphilitic  persons,  and  th 
reporting  of  syphilis  and  malaria  case 
in  this  area  is  pointed  out. 
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8.  The  age,  sex,  geographic,  occupa- 
■inal,  and  seasonal  distribution  of  ma- 
l:ia  cases  are  shown. 

9.  When  malaria  parasites  were  pres- 
(t  in  the  blood,  disagreement  between 
1st  and  second  serologic  tests  occurred 

i 64:8  percent  of  the  cases  in  which 
te  first  test  showed  a positive  or  doubt- 

ii  reaction.  Disagreement  in  cases 
Here  no  parasites  could  be  found  oc- 
(rred  in  24.9  percent. 

10.  The  error  of  diagnosing  syphilis 
c the  basis  of  one  serologic  test  is 
sown. 

11.  Data  are  presented  which  show 
i increase  in  the  percentage  of  posi- 
1e  and  doubtful  serologic  tests  in  per- 
ms with  a history  of  malaria  over 
Ipse  who  do  not  have  such  a history. 

12.  Additional  data  collected  in  the 
srvey  are  presented. 
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Spontaneous  Healing  and  Progression  in  Untreated 
V enereal  Lymphogranuloma 


ROBERT  BRANDT,  M.  D. 


POSITIVE  skin  reactions  with  Frei  an- 
tigen in  patients  who  do  not  present 
symptoms  of  venereal  lymphogranuloma 
are  of  frequent  occurrence.  It  is  conceiv- 
able that  a previous  infection  accounts  for 
such  a result.  Case  histories  frequently 
fail  to  support  this  explanation,  and  the 
theory  of  asymptomatic  infection  has  been 
advanced  to  explain  positive  skin  tests  of 
the  described  kind.  Judging  from  some 
observations,  it  might  be  questionable 
whether  asymptomatic  infection  would  be 
able  regularly  to  produce  strong  reactivity 
of  the  skin.  The  occasional  presence  of 
scars  rather  suggests  the  probability  that 
in  such  cases,  and  in  some  others,  lesions 
had  been  present  but  had  healed  without 
treatment.  It  is  understandable  that  the 
patient  who  did  not  care  much  about, 
and  who  was  not  much  bothered  by,  his 
infection  is  likely  to  retain  only  a hazy 
recollection  of  it. 

The  number  of  patients  with  venereal 
lymphogranuloma  who  have  had  no 
treatment  is  surprisingly  large.  In  1939, 
93  patients  were  admitted  to  the  clinic 
with  venereal  lymphogranuloma,  65  of 
them  with  recent  and  27  with  chronic 
infection,  mostly  rectal  strictures. 
Thirty  of  the  newly  infected  patients 
(46.2  percent)  did  not  return  to  the  clinic 
for  treatment  after  the  buboes  had  been 
aspirated  or  the  skin  tests  performed. 
Twenty  patients  (30.8  percent)  discon- 
tinued treatment  as  soon  as  some  im- 
provement was  perceptible.  Only  15  pa- 
tients remained  regular  in  their  at- 
tendance until  dismissed.  On  the  other 
hand  only  3 patients  out  of  the  27  with 
old  and  resistant  lesions  disappeared  be- 
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fore  receiving  treatment,  and  2 of  th ji 
did  so  because  they  left  the  city.  Ei- 
dently  the  patients  who  became  del  - 
quent  in  the  first  stages  were  not  mn 
bothered  by  the  disease.  The  conclusn 
that  spontaneous  healing  occurs  promp  ’ 
is  confirmed  by  observations  on  patien 
who  remained  under  control  but  who 
treatment  was  delayed.  The  same  ov 
servation  has  been  reported  by  seve  l 
authors.  This,  of  course,  refers  oi r 
to  the  more  acute  symptoms. 

In  order  to  determine  final  results  i 
untreated  patients,  a long  period  of  < 
servation  is  essential.  We  reexamin 
41  untreated  patiepts.  In  16  of  the 
the  lesions  showed  evidence  of  healii 
and  in  25  the  lesions  remained  u 
changed.  These  figures  do  not  represe1 
the  true  percentage  of  spontaneous  he; 
ing  since  the  unhealed  patients  return 
because  of  their  symptoms,  whereas  t 
ones  with  healed  lesions  were  called 
or  were  examined  when  encountered 
chance  in  another  clinic  and  thus  prc 
ably  form  a relatively  small  part  of  t 
spontaneously  healed  group.  On  ti 
other  hand,  patients  with  the  least  te 
dency  to  spontaneous  improvement  a 
apt  to  remain  under  treatment  and  thei 
fore  are  not  found  among  the  untreab! 
cases.  The  important  point,  however, 
the  observation  that,  in  a considerat 
number  of  patients  with  venereal  lyi 
phogranuloma,  healing  of  lesions  occurr 
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I thout  treatment.  A short  survey  of 
le  cases  is  presented. 

Case  1.  L.  S.,  Negro  woman,  22  years 
■ 1,  was  seen  on  August  15,  1938,  with 
l slightly  fluctuant  hubo  of  2 weeks’ 
i ration.  The  test  for  chancroid  was 
igative  and  the  Frei  test,  4 plus.  Three 
I ' ;eks  later  the  bubo  was  subsiding.  The 
jtient  was  pregnant,  and  the  bubo  was 
t treated.  On  January  2,  1939,  the 
tient  presented  herself  with  lesions  on 

3 fourehette  which  were  diagnosed 
imuldma  inguinale.  The  previously  ob- 
I wed  bubo  had  disappeared.  The  test 
ij:  chancroid  was  negative,  the  Frei  test, 

‘ plus. 

t Case  2.  Negro  male,  19  years  old,  was 
fin  January  24,  1939,  with  a fluctuant 
Ibo  in  the  right  groin  of  4 weeks’ 
;•  ration.  No  penile  lesion  was  present, 
•fie  test  for  chancroid  was  1 plus;  the 
fei  test,  4 plus;  the  Wassermann  re- 
stion,  negative.  On  November  27,  1939, 
nail  glands  were  palpable  in  the  right 
join.  The  test  for  chancroid  was  1 
1 as,  the  Frei  test,  4 plus. 

; Case  3.  Negro  woman,  26  years  old, 
jesented  herself  on  April  12,  1937,  with 
:« larged,  firm,  matted  glands  in  both 
joins.  The  test  for  chancroid  was  1 
] is ; the  Frei  test,  4 plus;  the  Wasser- 
unn  reaction,  negative.  On  January 
1939,  no  signs  of  inguinal  venereal 
1 nphogranuloma  were  found.  The  test 
1 r chancroid  was  negative,  the  Frei  test, 
i plus.  The  Wassermann  reaction  had 
leome  positive  (4  plus).  On  November 
1 1939,  the  findings  were  unchanged. 
Case  4.  Negro  male,  18  years  old,  pre- 
dated a fluctuant  bubo  of  the  left  groin 

4 November  17,  1937.  The  test  for 

• aneroid  was  negative;  the  Frei  test, 

• plus;  the  Wassermann  reaction,  nega- 
te. On  January  12,  1938,  the  Wasser- 
) inn  reaction  was  4 plus.  The  bubo  had 
•mpletely  disappeared.  On  November 

1939,  multiple  chancroids  were  ob- 
!’ved.  Smears  from  these  lesions  were 
isitive  for  Ducrey’s  bacillus.  The  left 
iguinal  glands  were  slightly  tender. 
r|ie  test  for  chancroid  and  the  Frei  test 
’ire  both  4 plus. 
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Case  5.  Negro  male,  22  years  old,  was 
seen  on  November  18,  1935,  with  a bubo 
of  the  left  groin.  No  skin  tests  were 
performed  at  that  time,  but  the  clinical 
description  and  the  results  of  skin  tests 
performed  later  confirmed  the  diagnosis 
of  venereal  lymphogranuloma.  On  Jan- 
uary 8,  1940,  the  patient  was  seen  again. 
At  this  time  he  had  dark  field-positive 
primary  syphilis.  The  bubo  had  disap- 
peared. The  test  for  chancroid  was 
negative,  the  Frei  test,  4 plus. 

Case  6.  Negro  woman,  37  years  old,  was 
seen  on  January  8,  1937,  with  a slightly 
fluctuant  bubo  in  the  left  groin.  The  test 
for  chancroid  was  1 plus,  the  Frei  test, 
4 plus.  January  30,  1940,  the  patient 
had  salpingitis  but  no  sign  of  venereal 
lymphogranuloma.  The  test  for  chan- 
croid was  1 plus,  the  Frei  test,  4 plus. 

Case  7.  Negro  woman,  17  years  old, 
was  seen  on  August  25,  1938,  with  en- 
larged, firm,  matted  glands  in  the  left 
groin.  The  test  for  chancroid  was  nega- 
tive; the  Frei  test,  4 plus;  the  Wasser- 
mann reaction,  negative.  Three  weeks 
later  the  buboes  were  subsiding.  The 
reaction  to  the  skin  tests  was  unchanged. 
On  August  1,  1939,  the  patient  was  seen 
with  primary  syphilis  of  the  vulva.  The 
test  for  chancroid  was  negative ; the  Frei 
test,  4 plus;  the  Wassermann  reaction, 
4 plus.  On  January  12,  1940,  after  anti- 
syphilitic treatment,  there  were  no  le- 
sions and  no  rectal  stricture.  The  in- 
guinal glands  were  somewhat  enlarged. 
The  reaction  to  the  skin  tests  remained 
the  same  as  before. 

Case  8.  Negro  woman,  39  years  old, 
was  seen  on  April  16,  1936,  with  buboes 
in  both  groins.  The  test  for  chancroid 
was  negative,  the  Frei  test,  4 plus.  Five 
days  later  the  buboes  had  opened  spon- 
taneously. On  August  9,  1938,  the  pa- 
tient returned  because  of  gonorrheal 
involvement  of  the  left  Bartholin  gland. 
There  was  no  inguinal  swelling,  a small 
scar  in  the  left  groin  being  the  only 
abnormal  finding. 

Case  9.  Negro  woman,  22  years  old, 
was  seen  on  January  14,  1936,  with 
swelling  in  the  left  groin  of  2 weeks 


249 


duration.  On  February  11,  1936,  the 
glands,  which  had  shown  temporary  im- 
provement, were  again  slightly  fluctuant. 
The  test  for  chancroid  was  negative,  the 
Frei  test,  4 plus.  On  April  17,  1936, 
another  recurrence  following  temporary 
improvement  was  noted.  Between  Jan- 
uary 5,  1937  and  November  29,  1939,  tbe 
patient  was  frequently  examined  because 
of  chronic  pelvic  inflammation.  No  sign 
of  venereal  lymphogranuloma  was  found. 
The  skin  tests  were  unchanged. 

Case  10.  Negro  woman,  17  years  old, 
was  seen  December  15,  1937,  with  sup- 
purating and  draining  bubo,  following 
primary  syphilis.  The  test  for  chancroid 
was  1 plus;  the  Frei  test,  4 plus;  the 
Wassermann  and  Kahn  tests,  negative. 
On  May  5,  1939,  Wassermann  and  Kahn 
tests  had  become  4 plus ; the  test  for 
chancroid  was  1 plus  and  the  Frei  test, 
4 plus.  At  this  time  there  was  only  a 
small  round  scar  in  the  left  groin. 

Case  11.  Negro  male,  21  years  old,  was 
seen  July  12,  1937,  with  swelling  of  the 
penis  and  scrotum  and  fluctuant  bilateral 
buboes.  Aspiration  of  the  right  bubo 
supplied  pus  for  an  effective  Frei  anti- 
gen. The  test  for  chancroid  was  nega- 
tive, the  Frei  test,  4 plus.  The  same 
results  were  obtained  on  repetition  of  the 
tests.  On  October  23,  1939,  firm,  bean- 
sized lymph  nodes  were  palpable  in  the 
right  groin.  A small,  smooth,  slightly 
depressed  scar  was  visible  in  the  left 
groin.  There  was  no  lesion  on  the  penis. 
The  Frei  test  was  4 plus,  the  test  for 
chancroid,  4 plus.  An  indefinite  history 
of  a penile  lesion  in  the  interval  between 
observations  was  given. 

Case  12.  Negro  male,  27  years  old, 
was  seen  on  May  27,  1936.  Small  super- 
ficial ulcers  had  appeared  on  the  penis 
3 weeks  before;  a bubo  in  the  right 
groin  had  been  draining  for  the  past  2 
weeks.  The  test  for  chancroid  was  nega- 
tive, the  Frei  test,  positive.  On  May  29, 
1940,  a small  irregular  right  inguinal 
scar  remained ; there  was  no  scar  on  the 
penis.  The  test  for  chancroid  was  nega- 
tive, the  Frei  test,  4 plus. 

Case  13.  Negro  male,  22  years  old, 
was  seen  April  3,  1936,  with  fluctuant 
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bubo  of  the  left  groin  and  phimosi, 
Dorsal  slit  revealed  an  uncharacteris  |c 
erosion,  possibly  caused  by  gonorrh  ;1 
discharge.  The  test  for  chancroid  vs 
negative,  the  Frei  test,  4 plus.  On  I • 
vember  16,  1937,  he  had  no  complain  ; 
the  skin  tests  were  unchanged.  On  Mi 
20,  1940,  the  patient  complained  of  el 
stipation.  There  was  no  sign  of  rec!l 
stricture.  A small  scar  was  visible  j 
the  left  groin,  a small  depressed  scar  i 
the  prepuce.  The  test  for  chancrii 
was  negative,  the  Frei  test,  posit 
(slight  necrosis). 

Case  14.  Negro  male,  31  years  cj 
was  seen  on  November  10,  1936,  wf 
fluctuant  bubo  of  the  left  groin.  1) 
test  for  chancroid  was  negative,  the  FI; 
test,  4 plus.  On  May  12,  1939,  seve  ij 
punched-out  ulcers  had  developed  on  ei 
penis.  The  inguinal  glands  were  not  I 
larged.  On  May  24,  1939,  the  ulce* 
tion  was  spreading.  Smears  revela  J 
fusospirochetosis.  Both  chancroid  a I 
Frei  tests  were  4 plus.  The  glands  « 
the  right  groin  began  to  enlarge;  a sml 
scar  was  visible  in  the  left  groin. 

Case  15.  Negro  woman,  28  years  cj 
was  seen  June  12,  1937,  with  a sligh? 
fluctuant  bubo  of  'the  left  groin.  9 3 
test  for  chancroid  was  2 plus ; the  Fi 
test,  4 plus.  On  January  30,  1940,  fi 
had  acute  pelvic  inflammation.  )i 
scars  were  visible  in  the  groin. 
test  for  chancroid  was  1 plus,  the  Fill 
test,  4 plus.  j 

Case  16.  Negro  male,  31  years  otlj 
presented  ulceration  of  the  penis  nl 
December  11,  1936.  The  ulceration  vil 
superficial,  small,  moderately  indurat  Jl 
and  not  sensitive.  The  dark -field  iJ 
animation  was  negative ; the  test  :l 
chancroid,  negative ; the  Frei  test,  U 
plus.  On  December  14,  1936,  the  Fi 
test  had  become  positive  (4  plus).  D 
left  inguinal  glands  were  swollen,  matfj 
together,  hard,  moderately  sensiti , 
Swelling  in  the  right  groin  was  noti 
able.  Two  weeks  later  the  left  br: 
discharged  enormous  amounts  of  p ■ 
No  treatment,  except  dressings,  v! 
given.  On  June  26,  1940  (patient  hi 
gonorrhea  and  positive  Wassermann  ; 

Venereal  Disease  Information,  July  lit 


hat  time),  the  left  inguinal  glands  were 
omewhat  enlarged,  matted,  painless, 
fo  scars  were  visible.  The  test  for 
hancroid  was  negative,  the  Frei  test, 
plus. 

All  these  cases  healed  without  treat- 
lent.  In  cases  1 to  7 and  15,  not  even 
scar  was  visible.  In  cases  9 to  14, 
nd  possibly  8,  scars  remained  as  evi- 
ence  of  previous  disease.  In  case  16  the 
lands  still  retained  the  characteristic 
ualities  of  venereal  lymphogranuloma 
years  after  the  infection.  It  is  im- 
ortant  to  emphasize  that  this  group  in- 
udes  only  patients  with  bubo,  all  but 
iree  of  whom  (3,  5,  7)  presented  defi- 
ite  suppuration.  Some  of  the  patients 
ad  ulcers  as  well  as  buboes.  Ulcers  or 
ephantiasis  with  little  or  no  involve- 
ment of  the  glands  were  not  found  in 
his  series.  Apparently  the  absence  of  a 
fibo  diminishes  the  tendency  to  spon- 
'ineous  healing.  (This  statement  does 
pt  refer  to  superficial  early  ulcers 
hich  may  be  transient.) 
i The  unhealed  cases  also  supply  obser- 
itions  which  emphasize  the  unique 
jisition  of  the  bubo  in  the  disease  pic- 
iire.  In  contradistinction  to  the  healed 
ises,  this  group  of  25  includes  only  11 
itients  (7  male,  4 female)  who  had 
iffered  from  unilateral  or  bilateral 
lbo,  while  14  (3  male,  11  female)  had 
iesented  ulcers  or  early  elephantiasis 
'hen  first  seen. 

The  type  of  subsequent  manifestation 
as  significant.  Following  bubo,  three 
iale  patients  presented  chronic  lym- 
ladenitis  and  elephantiasis.  In  six 
'itients  (4  male,  2 female)  the  bubo 
id  reappeared  after  apparent  healing, 
he  woman  presented  the  urethral  syn- 
ome.  (Here  the  preceding  bubo  was 
!'t  definitely  caused  by  venereal  lym- 
tiogranuloma. ) Only  one  woman  who 
'eviously  had  been  seen  with  bubo  had 
ial  tabs ; perhaps  these  were  precur- 
rs  of  rectal  stricture.  Following  ulcers 
I d early  elephantiasis,  the  anorectal 

a 

||i  ndrome  developed  in  5 women ; the 
her  patients  (3  male,  6 female)  pre- 
ated  ulcerative  lesions,  elephantiasis, 
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or  the  urethral  syndrome  on  reexamina- 
tion. 

These  findings  indicate  that  buboes 
not  only  have  a natural  tendency  to  heal 
spontaneously  but  that  they  also  influ- 
ence the  character  of  possible  sequelae. 
They  are  followed  by  extensive  elephan- 
tiasis and  especially  by  rectal  stricture 
less  frequently  than  other  lesions. 
Where  late  manifestations  developed 
following  untreated  bubo,  the  latter,  as 
a rule,  had  not  healed  completely  and 
was  involved  in  the  process.  Oh  the 
other  hand,  invasion  of  the  inguinal 
lymph  nodes  did  not  occur  in  the  late 
stage  of  the  disease,  even  if  the  area 
drained  by  these  nodes  was  involved, 
e.  g.,  the  clitoris.1 

The  most  interesting  finding  was  the 
rare  occurrence  of  rectal  stricture  after 
bubo.  A history  of  bubo  is  seldom  ob- 
tained in  patients  with  rectal  stricture. 
Torpin,  Greenblatt,  Pund  and  Sanderson 
obtained  only  three  histories  of  bubo 
among  22  patients,  and  15  of  their 
patients  gave  no  history  of  infection 
prior  to  the  development  of  rectal  stric- 
ture. In  a series  of  42  women  with  rec- 
tal strictures,  30  gave  no  history  of 
previous  manifestations  of  venereal  lym- 
phogranuloma ; 9 presented  either  a 
history  or  findings  of  ulcerations  or  ele- 
phantiasis ; only  3 patients  gave  a his- 
tory of  bubo,  1 of  whom  had  positive 
reactions  to  both  chancroid  and  Frei 
1 ests. 

This  finding  cannot  be  accounted  for 
by  the  alleged  rarity  of  bubo  in  women. 
The  same  investigators  observed  buboes 
in  29  out  of  97  consecutive  cases  of  vene- 
real lymphogranuloma  in  women  and 
obtained  a positive  history  in  4 other 
cases.  Buboes  are  not  an  altogether  in- 
frequent finding  in  women.  They  are 
seen  in  a high  percentage  of  women 
with  venereal  lymphogranuloma  who 
have  acute  lesions.  In  a series  of  46 
such  cases,  we  observed  14  ulcers  with 

1 Independently  of  this  series,  a patient  with 
rectal  stricture  was  observed  in  whom  a bubo 
developed  with  the  characteristic  signs  of 
venereal  lymphogranuloma  and  whose  test  for 
chancroid  was  negative. 
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little  or  no  involvement  of  the  inguinal 
glands  and  32  buboes.  The  rare  occur- 
rence of  rectal  stricture  following  bubo, 
therefore,  requires  explanation.  A cer- 
tain antagonism  between  bubo  and  rec- 
tal stricture  is  acknowledged  by  most 
authors.  Cole,  as  well  as  Barthels  and 
Biberstein,  believes  the  particular  lymph 
supply  of  the  female  to  be  responsible  for 
the  rarity  of  inguinal  and  the  frequency 
of  rectal  localization  in  women.  Since  a 
history  of  bubo  is  rare  only  in  cases  of 
rectal  stricture  but  not  in  connection  with 
other  lesions  in  women,  the  almost  com- 
plete mutual  exclusion  of  both  types  of 
manifestation  cannot  be  fully  explained 
by  the  anatomical  condition,  the  more  so 
because  elephantiasis  and  genital  tabs 
often  involve  both  the  inguinal  and  the 
iliac  lymphatic  areas. 

The  observations  on  untreated  cases 
might  offer  a point  in  solving  the  prob- 
lem. The  favorable  prognosis  following 
bubo  is  apparently  related  to  its  spon- 
taneous healing.  The  bubo  seems  in  some 
way  to  affect  the  fate  of  the  virus  out- 
side of  the  lymph  nodes,  for  example, 
the  healing  of  a genital  ulcer  as  soon  as 
the  bubo  develops.  Ulcerations  without 
concomitant  bubo,  except  the  superficial 
ones,  are  usually  resistant,  and  their 
chance  of  spontaneous  healing  is  slight, 
as  shown  in  this  investigation.  From  a 
wealth  of  experience  in  other  diseases, 
it  may  be  concluded  that  the  acute  in- 
volvement of  the  bubo,  which  promotes 
its  spontaneous  healing,  incidentally  ac- 
counts for  its  influence  upon  an  other- 
wise chronic  disease,  while  the  absence 
of  early  marked  inflammation  favors  the 
development  of  late  sequelae.  It  is  evi- 
dent from  the  findings  that  early  inflam- 
mation other  than  bubo  has  a similar 
though  less  powerful  effect.  Most  of  the 
rectal  strictures  develop  without  any 
early  preceding  manifestations.  A few 
details  about  the  unhealed  cases  may 
illustrate  certain  features  of  venereal 
lymph  ogr  anuloma . 

In  one  woman  a urethral  syndrome 
and  elephantiasis  developed  within  9 
months  following  a small  ulcer  at  the 
urethral  orifice.  In  another,  9 years  was 
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required  for  the  development  of  mark  1 
elephantiasis.  The  same  is  true  tit 
rectal  stricture.  Such  differences  ji  j 
spontaneous  development  deserve  cons  - ( 
eration  in  estimating  the  value  of  the  in 
peutic  methods.  Men  are  less  subject  |f)  j 
chronic  progressive  venereal  lymphogrE  - 
uloma  than  women.  If  our  explanatip 
of  the  antagonism  between  bubo  a 1 y 
rectal  stricture  is  correct,  it  might  ah, 
be  applied  here : The  anatomical  comj- 
tions  in  contradistinction  to  those  - 
women,  favor  involvement  of  the  inguirl  • 
glands,  which  in  turn  cuts  short  ti 
entire  infection.  The  types  of  la  :,j 
lesions  that  were  seen  in  the  male  £ ! , 
significant.  Of  two  untreated  patiei  ) , 
with  penile  ulcer  and  without  bubo^ 
with  a negative  test  for  chancroid, ) ; 
4-plus  Frei  test,  and  a negative  Wassti 
mann  reaction,  elephantiasis  of  t| 
scrotum  and  penis  developed  in  o 

within  2 years ; a progressive,  destrv 
tive,  bleeding  ulcer  developed  in  the  othj 
within  9 months.  In  5 of  6 patients 
whom  late  manifestations  had  develop) 
following  bubo,  the  latter,  as  statj  ; 
above,  had  not  undergone  spontaneo 
healing  but  was  involved  in  the  mort| 
process — another  evidence  for  the  cci 
nection  that  exists  between  absence 
sequelae  and  the  spontaneous  healij 

of  bubo. 

In  several  cases  the  bubo  had  subsid 
completely  but  had  again  undergone  sn 
puration  after  a long  interval.  Reel 
rence  was  described  by  Trousseau  (18(i 
quoted  by  Cole).  We  do  not  kne 
whether  reinfection  could  account  f 

some  of  these  observations.  At  least 
the  following  case,  exposure  was  u 

likely.  A.  C.,  a (?)  65-year-old  colon 
man,  was  seen  December  18,  1937,  wi 
fluctuant  bubo  in  the  left  groin,  ind| 
rated  bubo  in  the  right  groin,  and  ulc 
of  the  prepuce.  The  test  for  chancro; 
was  1 plus ; the  Frei  test,  4 plus ; ti! 
Wassermann  reaction,  4 plus.  In  Nil 
vember  1939  he  was  seen  again.  I!  I 
stated  that  he  had  been  well  all  tl  i 
time  until  2 weeks  previously.  TheS 
was  a bluish,  fluctuant,  painless  bubo 
the  right  groin.  Scars  were  visible  < 
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kfie  prepuce  and  in  the  left  groin.  The 
%ts  were  unchanged.  The  patient  de- 
ied  having  been  exposed  for  the  past 
ear.  He  became  delinquent  as  before, 
ad  again  the  bubo  healed  spontaneously, 
t least  temporarily. 


A ( 


SUMMARY 


Venereal  lymphogranuloma  may  heal 
jontaneously,  the  tendency  to  heal  vary- 
g with  the  different  types  of  manifes- 
ition.  of  this  disease.  Buboes  possess 
Mb  far  the  best  chances,  especially  after 
^lppuration.  Established  elephantiasis 
ad  rectal  stricture  have  no  tendency 
i spontaneous  healing.  In  recent  ulcer- 
ions,  spontaneous  healing  occurs  only 
rely  except  for  superficial  primary 
iijsions  or  those  accompanied  by  bubo, 
i^cars  may  or  may  not  be  present  to 
indicate  the  healed  lesion.  Some  posi- 
tive skin  tests  in  healthy  persons  who 
“ive  no  signs  or  history  of  venereal 
'jtttmphogranulom'a  may  be  explained  by 
its  lie  quick  and  spontaneous  healing  of 
: "Ph e past  infection. 

stat|  A small  number  of  patients  experi- 
.uMliced  recurrent  suppuration  after  a long 
lorl  terval.  Chronic  elephantiasis  with 
? w mphadentitis  may  develop  in  patients 
ice  i th  bubo.  Rectal  strictures  were  only 
eali  ceptionally  seen  to  develop  in  untreated 
tients  who  had  presented  a bubo, 
bsii  irrcspondingly,  a history  of  bubo  was 
ie  safrequently  elicited  in  cases  of  rectal 
[ iricture.  As  buboes  frequently  occur  in 
(lflomen,  the  mutual  exclusion  between 
ailguinal  and  rectal  involvement  cannot 
nt*  fully  explained  by  anatomical  con- 
eastl cions  or  lymphatic  drainage.  The  de- 
a$  iMopment  of  a bubo  apparently  plays 
cola  active  part  in  the  prevention  of  late 
7,  luelae.  A genital  lesion  of  venereal 
in  nphogranuloma  may  start  to  heal  as 
jil  >n  as  the  bubo  develops,  whereas,  in 

Ie  absence  of  bubo,  the  ulcerations  are 
iistant  and  if  untreated  are  often  fol- 
ved  by  late  manifestations.  Late  man- 
stations  following  bubo  are  more 
ely  to  occur  if  the  bubo  has  not 
Hailed  spontaneously.  The  possibility  of 
mtaneous  healing  and  its  various  as- 
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pects  must  be  kept  in  mind  in  evaluating 
therapeutic  measures. 
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New  Feature  in  Venereal  Disease  Information 


Monthly  Appraisal  of  the  Sulfonamides 


ON  THE  back  page  of  tbis  issue  of  Venereal  Disease  Information,  there  appea 
the  first  report  to  be  published  on  “Rapid  Appraisal  of  Sulfonamide  Drugs  in  ti| 
Treatment  of  Gonorrhea  in  the  Male.”  Rapid  appraisal  was  placed  in  operation 
January  1941  by  the  American  Neisserian  Medical  Society  and  the  United  Stat 
Public  Health  Service  to  provide  interested  clinicians  with  up-to-date  information  <il 
the  comparative  effectiveness  of  the  succession  of  sulfonamide  drugs  which  ha 
been  introduced  in  the  treatment  of  gonorrhea.  The  appraisal  is  conducted  1 
pooling  the  current  case  reports  of  a group  of  clinics  for  analysis  of  the  results 
treatment  on  a cumulative  basis.  Hitherto,  rapid  appraisal  reports  in  the  form 
tables  have  been  made  directly  to  the  interested  clinics  and  to  the  venereal  disea 
control  officers  of  the  United  States  Public  Health  Service.  Because  of  the  need 
wider  dissemination  of  information  on  the  comparative  value  of  the  sulfonamid 
in  general  use,  however,  it  was  believed  that  a graphic  report  published  each  mon 
in  Venereal  Disease  Information  would  be  of  value  to  many  clinics  and  physiciar 
Meanwhile,  direct  reports  to  the  participating  clinicians  and  public  health  office 
on  drugs  introduced  for  clinical  experimentation  will  be  continued.  These  repor 
will  also  be  sent  to  the  pharmaceutical  laboratory  manufacturing  the  drug  and 
others  who  request  this  information  from  the  Division  of  Venereal  Diseases,  Unite 
States  Public  Health  Service,  Washington,  D.  C. 


II  IA(p\OSIS 


The  skin  eruption  and  false-positive 
Wassermann  in  infectious  mononucle- 
osis (glandular  fever).  Joseph  F.  Sa- 
dusk,  Jr.  Internat.  Clin.,  Philadelphia, 
1 : 239-255,  1941. 


The  fact  that  a skin  eruption  and  a 
temporary  false  positive  Wassermann 
reaction  may!  both  be  present,  either 
singly  or  together,  in  infectious  mono- 
nucleosis is  not  well  known.  During 
the  past  14  years,  7 percent  of  the  54 
cases  of  infectious  mononucleosis  seen 
in  the  New  Haven  Hospital  exhibited 
a skin  eruption  during  the  course  of 
the  disease,  and  13  percent  of  45  cases 
upon  which  repeated  serologic  tests  for 
syphilis  were  carried  out  showed  posi- 
tive reactions.  Ordinarily  the  false 
positive  reaction  appears  during  the  sec- 
ond week  of  disease  and  rarely  during 
the  latter  part  of  the  first  week.  It 
usually  reverts  to  negative  within  2 


weeks,  although  it  has  been  seen  as  loi 
as  3 months.  The  eruption  involves  ti 
trunk  and  upper  arms,  occasionally  tl 
face  and  forearms.'  The  rash  appea 
most  frequently  from  the  fourth  to  tl 
tenth  day,  although  it  may  appear  < 
late  as  the  twentieth.  Itching  is  mi. 
or  absent. 

That  infectious  mononucleosis  may  1 
mistaken  for  syphilis  and  antisyphilit 
therapy  actually  instituted  has  been  r 
corded.  A generalized  lymphadeno 
athy,  maculopapular  eruption,  positiy 
serologic  tests  for  syphilis,  and  eve 
fever  or  splenomegaly,  may  closely  r 
semble  secondary  syphilis.  It  may  l 
differentiated  from  syphilis  by  the  pre 
ence  of  an  unusual  cervical  adenopath 
absence  of  rash  on  hands  or  feet, 
positive  blood  picture  of  infectioi' 
mononucleosis  and  a positive  Paul-Buf 
nell  test.  Demonstration  of  Treponem 
pallidum  in  the  secondary  lesions  t 
dark-field  examination  is,  of  cours 
diagnostic  of  syphilis.  In  the  absent 
of  both  a positive  dark-field  examinatio 
and  a definitely  positive  Paul-Bunne 
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at,  the  diagnosis  may  rest  on  observa- 
>n  of  the  clinical  and  serologic  course, 
less  the  characteristic  mononucleosis 
th  abnormal  young  lymphocytes  is 
esent. 

fajFour  cases  are  discussed  which  had 
; tljen  followed  in  the  New  Haven  Hos- 
J:al.  The  skin  eruption  in  2 instances 
assumed  a macular  appearance  and  in 
o(|e  other  2 it  was  of  a maculopapular 
haJd  morbilliform  nature.  The  Kahn  re- 
] t tion  became  positive  in  all  4 cases  ; the 


assermann  became  positive  with  the 
olesterolized  antigen  in  2 cases  and 
m sitive  with  the  alcoholic  antigen  in  1 
se.  In  41  cases  of  mononucleosis 
lidi  thout  skin  eruption  a positive  serum 
lonjaction  occurred  in  only  2 instances, 
would  seem,  therefore,  that  the  posi- 
e serum  reaction  is  actually  more 


poi  t to  occur  in  those  cases  in  which  a 
id  sh  is  manifest  than  in  the  other  cases. 

utine  Kahn  blood  reactions.  Supple- 
mentary report  of  20,000  tests  made 
an  Naval  recruits  with  observations 
on  the  relationship  of  cowpox  vaccina- 
tion to  the  false  positive  test.  G.  E. 
Thomas  and  R.  W.  Garrity.  U.  S. 
Xav.  M.  Bull.,  Washington,  39 : 272- 
276,  Apr.  1941. 

This  report  supplements  one  published 
January  1941  which  covered  10,000 
its,  and  the  two  reports  include  20,000 
;ts  made  on  recruits  entering  the 
val  Training  Station,  San  Diego,  be- 
een  July  1939  and  January  1941.  All 
its  were  run  by  the  same  technicians, 
the  entire  series  of  20,000  there  were 
(0.365  percent)  positive  initial  Kahn 
its,  of  which  32  (0.16  percent)  proved 
be  false  positives  and  41  (0.205  per- 
lt)  were  persistently  positive.  Of  the 
positive  cases,  10  were  definitely  be- 
ved  to  have  acquired  syphilis,  3 to 
ve  congenital  syphilis ; 20  probably 
Sd  the  disease  and  8 wrere  exceedingly 
tubtful.  Of  this  group  of  positive  cases 
percent  had  had  promiscuous  rela- 
tns  with  prostitutes,  28  percent  had 
Id  fewT  sexual  contacts,  and  7 percent 
ciied  sexual  intercourse. 

The  findings  suggest  a definite  rela- 
nship  between  cowpox  vaccination  and 
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the  false  positive  test.  In  the  first 
10,000  tests  the  blood  was  taken  after 
vaccination ; in  this  group  there  were  26 
false  positives.  In  the  second  10,000  the 
blood  was  taken  before  vaccination,  and 
there  were  only  6 false  positives.  One 
particular  case  in  the  second  group  is 
cited.  This  recruit  had  a negative  Kahn 
reaction  on  arrival  and  3 weeks  after 
\ aecination  a strong  positive  which  per- 
sisted for  3 weeks,  since  which  time  it 
has  remained  negative. 

No  relationship  between  antityphoid 
inoculation  and  the  false  positive  Kahn 
test  could  be  found.  Several  recruits 
from  the  Southern  Gulf  States  developed 
clinical  malaria  after  their  arrival,  and 
all  of  these  had  positive  Kahn  tests  at 
some  time  during  their  treatment. 

The  tests  which  were  found  to  be 
falsely  positive  became  negative  within  a 
period  of  4 weeks. 


TREATMENT 


Sulfathiazole  treatment  of  gonococcal 
infections  in  ambulatory  patients. 

Luca  E.  Celentano  and  Robert  M. 
Lewis.  Connecticut  M.  J.,  Hartford, 
5 : 344-346,  394,  May  1941. 


In  the  New  Haven  Municipal  Venereal 
Disease  Clinic,  sulfathiazole  has  been 
used  since  June  1940  for  both  male  and 
female  patients  with  gonorrhea  as  fol- 
lows: Grams  2 (grains  30)  daily  for 
12  days  only,  the  daily  dose  being  di- 
vided into  4 doses.  Patients  are  warned 
that  no  other  drug  is  to  be  taken  during 
the  time  sulfathiazole  is  taken.  Sexual 
excitement  and  alcohol  are  prohibited.  No 
other  restrictions  are  ordered.  Local 
treatment  is  not  given  except  occasional 
warm  water  douches  for  women.  Patients 
are  instructed  to  stop  taking  the  tablets 
if  they  have  fever,  vomiting,  diarrhea, 
severe  headache,  or  body  rash.  All 
patients  visit  the  clinic  3 times  a week 
while  under  treatment  and  thereafter 
once  a week  for  2 months  and,  in  the 
case  of  women,  once  every  2 weeks  for 


2 more  months.  For  proof  of  cure  an 
observation  period  of  4 months  is  con- 
sidered necessary  for  women  and  for 
men  an  8 weeks’  observation  after  they 
have  become  symptom  free. 

Sulfathiazole  has  been  used  for  85 
men  and  25  women.  All  the  women  and 
83  of  the  35  men  were  rapidly  cured. 
Sulfanilamide  had  been  given  previously 
with  no  success  to  18  of  the  men.  Under 
sulfathiazole  therapy,  10  of  these  18  men 
became  symptomless  in  5 to  7 days, 

3 in  4 days,  1 in  3 days,  and  4 in  2 days. 
Of  the  17  who  had  sulfathiazole  only, 

13  were  symptom  free  in  5 to  7 days. 
None  of  the  patients  had  any  type  of 
untoward  reaction,  whereas  5 of  the  18 
who  had  had  sulfanilamide  previously 
had  reported  toxic  reactions  to  that 
drug.  There  were  no  complications. 

A special  method  of  taking  smears  and 
cultures  in  the  female  is  described.  A 
bivalve  speculum  is  inserted  and  the 
cervix  is  squeezed  between  the  lips  of 
the  speculum.  The  swab  is  inserted  well 
into  the  cervical  os  and  rolled  rather 
than  rubbed  over  the  slide. 

Treatment  of  gonorrheal  diseases  of  the 
eye  with  sulfanilamide.  Three  years’ 
clinical  experience.  Carroll  R.  Mullen. 
Arch.  Ophtli.,  Chicago,  25 : 655-658, 
Apr.  1941. 

At  the  Philadelphia  General  Hospital, 
where  more  than  80  patients  with  gonor- 
rheal infection  of  the  eye  have  been 
treated  during  the  past  3 years,  42  pa- 
tients were  treated  with  sulfanilamide 
administered  both  locally  and  internally. 
In  this  series  of  42  patients  there  were 

14  infants  with  ophthalmia  neonatorum 
of  gonorrheal  origin  and  28  older  pa- 
tients who  had  gonorrheal  infection  of 
the  conjunctiva  and  cornea.  All  of  the 
14  infants  were  discharged  without  cor- 
neal involvement.  Of  the  28  patients 
■with  gonorrheal  ophthalmia,  5 had  cor- 
neal complications  when  discharged. 

Sulfanilamide  was  given  internally  in 
doses  of  1 to  2 grains  (0.06  to  0.12  gm.) 
per  pound  of  body  weight,  but  never  more 
than  a total  of  100  grains  (6  gm.)  for 
the  first  24  hours  of  hospitalization. 


Irrigations  of  the  involved  eye  using! 
percent  boric  acid  solution  followed  > 
free  instillations  of  a 0.8-percent  solutii 
of  sulfanilamide  were  carried  out  at  • 
minute  intervals  day  and  night. 

Mullen  believes  that  in  cases  of  gon 
lheal  ophthalmia  the  internal  treat  mt 
with  sulfanilamide  could  be  omitted 
favor  of  almost  continuous  irrigatii, 
(with  that  drug)  of  the  diseased  cul-1 
sac,  with  equally  good  results.  He  do 
not  intend  to  conduct  experiments  I 
prove  this  point,  however,  when  so  ma1 
authorities  have  advocated  the  imp/' 
tance  of  internal  use  of  the  drug. 

Studies  of  the  blood  were  perform 
in  all  cases  before  administering  the  dr; 
and  also  during  treatment.  There  we 
no  toxic  effects  from  its  use.  Whl 
there  was  a lowering  of  the  ery throe.' 
count  or  the  hemoglobin  level,  the  dr; 
was  discontinued  or  the  dosage  hi 
decreased.  1 

After  the  first  24  hours  of  treatmf 
the  internal  dosage  of  sulfanilamide  w 
decreased  to  0.025  to  0.03  gm.  for  eal 
pound  of  body  weight. 

The  use  of  atropine  sulfate  solution  | 
strengths  varying  from  0.25  to  1.0  pi 
cent  (according  to.  the  age  of  the  p 
tient),  iced  wet  applications  for 
minutes  every  hour,  and  a Bullar  shir 
when  only  one  eye  was  involved  co 
pleted  the  therapeutic  measures.  1 
stillation  of  atropine  sulfate  was  cont 
ued  until  the  patient  was  discharged. 

No  patient  was  considered  ready  f 
discharge  until  negative  smears  had  be 
reported  on  three  successive  days  and 
sequelae  or  complications  had  develop 
which  needed  further  treatment. 

In  several  cases  negative  smears  we 
obtained  during  the  day  that  treatme 
was  started.  In  other  cases  of  ear 
involvement  3 to  6 days  of  treatment  w 
required  before  the  smears  became  neg 
tive.  >1 

Complications  which  were  present 
the  time  of  admission  or  which  dev' 
oped  during  the  course  of  treatment  i 
eluded  (a)  rupture  of  the  cornea  wi 
prolapse  of  the  iris  on  admission,  (1 
posterior  syneehiae  (possibly  from  an  o 
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itis),  (c)  corneal  ulcer  present  on 
mission  in  two  cases,  (d)  leukoma 
esent  on  admission  in  one  case,  (e) 
perficial  erosion  of  the  cornea  in  one 
se  (this  cleared  up  during  treatment), 
d (f)  hazy  corneas  on  admission  in 
11  lae  cases  (these  all  cleared  up  during 
jatment).  One  patient  died  3 days 
Iter  admission,  on  the  day  after  the 
. st  negative  smear  was  obtained. 

The  length  of  time  which  elapsed  be- 
een  the  onset  of  infection  and  the  be- 
ming  of  treatment  varied  from  2 days 
2%  months.  The  patient  whose  treat- 
in  t was  delayed  for  2%  months  was 
.mitted  with  a steamy  cornea  and  dis- 
arged  with  a clear  cornea. 

xed  eruptions.  Report  of  an  unusual 
condition  due  to  sulfanilamide.  M.  H. 
Goodman  and  Robert  D.  Arthur.  Arch. 
Dermat.  & Syph.,  Chicago,  43 : 692-697, 
Apr.  1941. 

I 

,The  patient,  a robust  18-year-old  Negro 
th  an  acute  gonorrheal  urethritis,  in- 
;sted  under  the  direction  of  a physician 
grains  of  sulfanilamide  on  July  7. 
ns  dosage  was  reduced  gradually  to  30 
ains  daily  until  the  third  week  of 
(lgust,  when  the  urethral  discharge  had 
opped.  At  this  time  because  of  an 
-hing  eruption  on  the  skin  the  drug  was 
jscontinued.  During  the  following  week 
e eruption  almost  subsided,  but  because 
a reappearance  of  the  discharge  the 
tient  was  again  given  20  grains  of  sulf- 
dlamide  on  August  31.  The  following 
,orning  there  was  a recrudescence  of  the 
iginal  lesions  with  an  increase  in  their 
ze.  The  largest  lesion  and  the  first  one 
I appear  was  on  the  anterior  surface 
j the  upper  part  of  the  right  thigh.  It 
as  a round,  palm-sized  macular  area 
uniformly  deep  violaceous  red  with 
finely  scalloped  border.  Although  the 
•lor  was  not  completely  blanched  out  on 
ressure  the  minimal  infiltration  and 
jlema  suggested  a superficial  involvement 
the  skin.  There  were  other  smaller 
• sions  scattered  over  the  right  side  of 
ie  body,  on  the  left  side  of  the  chest, 
ce  back,  and  the  pubic  area.  With  the 
[ scontinuance  of  sulfanilamide  the  erup- 
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tion  began  to  disappear.  On  September 
7,  sulfapyridine  therapy  was  begun  be- 
cause of  relapsing  urethritis.  In  spite  of 
continued  administration  the  cutaneous 
lesions  had  faded  out  by  September  22. 
The  urethral  discharge  had  ceased  on 
September  10. 

On  September  25  the  patient  was  given 
a test  dose  of  10  grains  of  sulfanilamide, 
and  10  hours  later  there  was  a recurrence 
of  the  lesions  at  the  original  sites,  all 
of  the  patches  showing  moderate  increase 
in  diameter.  Patch  tests  with  mois- 
tened sulfanilamide  powder  were  per- 
formed on  the  patient’s  9kin  to  deter- 
mine whether  there  was  evidence  of  al- 
lergic hypersensitivity,  but  they  were 
all  negative  in  result.  Intradermal  tests 
were  also  negative.  A segment  for  biopsy 
was  removed,  aDd  two  features  of  spe- 
cial interest  were  observed  in  the  micro- 
scopic section.  The  epidermis  showed 
absence  of  melanin  pigment  and  clouding 
of  the  nucleus  and  cytoplasm  of  the 
prickle  cells ; the  cells  of  the  basal  layer 
were  hydropic.  The  inflammatory  proc- 
ess in  the  cutis  was  strictly  limited  to 
the  blood  vessels  and  their  immediate 
environs  in  the  papillary  and  subpapil- 
lary  layers.  The  blood  vessels  showed 
decided  swelling  of  their  walls  with 
rounding}  out  and  constriction  of  the 
lumens.  They  were  surrounded  by  a zone 
of  edema  in  which  there  was  an  intense 
infiltrate  composed  chiefly  of  lympho- 
cytes, interspersed,  especially  at  the  mar- 
gin, by  a great  number  of  large  mononu- 
clear cells  laden  with  deep  brownish  me- 
lanin pigment.  The  authors  believe  that 
these  features  are  characteristic,  if  not 
pathognomonic,  of  the  fixed  exanthem. 
They  feel  also  that  the  peculiar  arrange- 
ment in  this  case  of  the  typical  lesion 
with  outlying  rings  of  papules  possibly 
signifies  that  the  hypersensitivity  resides 
in  the  nerves  or  blood  vessels. 

Our  experience  in  the  treatment  of  the 

proctitis  of  Nicolas-Favre’s  Disease. 

A.  Midana.  Dermatologica,  Basel,  82 : 

339-349,  No.  5/6,  1940. 

The  author  presents  the  results  of  his 
experience  extending  over  a period  of  10 
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years  in  the  treatment  of  approximately 
40  patients  with  proctitis  due  to  vene- 
real lymphogranuloma.  He  obtained 
tiie  best  results  with  sulfonamide  ther- 
apy but  emphasizes  two  conditions  nec- 
essary for  successful  treatment:  (1)  In- 
termittent treatment  over  a long  period 
of  time  which  requires  the  greatest 
patience  and  perserverance  on  the  part 
of  both  patient  and  physician,  and  (2) 
the  local  application  of  sulfonamides  in 
addition  to  peroral  therapy. 

The  scheme  of  treatment  consists  of 
the  peroral  administration  over  a period 
of  20  days  of  2 gm.  sulfanilamide  daily, 
or,  if  this  produces  gastric  disturbance, 
1 gm.  per  os  and  either  5 cc.  of  a 20- 
percent  solution  intravenously  or  3 cc. 
of  a 33-percent  solution  intramuscularly. 
After  a rest  period  of  10  to  15  days,  a 
second  course  is  given.  Occasionally  a 
third  course  is  given  following  the  same 
rest  period.  After  an  interval  of  2 to  3 
months  another  series  of  courses  of 
treatment  is  begun.  Locally  100  cc.  of 
a 1-percent  solution  of  a sulfonamide 
are  injected  into  the  rectum  once  or 
twice  daily  with  the  aid  of  a rubber 
balloon.  The  last  injection  is  prefera- 
bly given  at  bedtime,  following  a pre- 
liminary cleansing  of  the  rectum  with 
boiled  w7ater. 

Sulfonamide  therapy  may  be  alter- 
nated by  treatment  with  antimony 
preparations  and  iodides.  The  author 
was  not  impressed  with  the  results  of 
roentgen-ray,  diathermy,  or  antigen 
therapy.  Surgical  treatment  can  be 
applied  only  to  certain  cases. 

Remarks  on  spirochetal  vaccine  (Hil- 

germann).  K.  Z i e 1 e r.  Dermat. 

Wchnshr.,  Leipzig,  110:  373,  May  11, 

1940. 

In  regard  to  K.  Bruder’s  article  on 
spirochetal  vaccine  (Dermat.  Wchnschr. 
No.  9,  vol.  110)  the  author  points  out 
that  earlier  reports  as  well  as  Bruder’s 
own  observations  have  shown  that  the 
action  of  Hilgermann’s  vaccine  is  a non- 
specific one.  He  also  questions  whether 
Hilgermann's  spirochetes  are  Spiro- 
chaetae  pallid&e.  He  points  out  that 
Hilgermann’s  spirochetes  were  at  one 


time  investigated  by  the  Frankfu  ei 
Institute  for  Chemotherapy  but  that  tu 
results  of  the  study  were  never  ]|to 
lished  and  states  that  a report  of 
work  at  the  present  time  would  se 
many  questions  and  would  save  a it 
of  study  which  otherwise  will  is 
necessary. 

The  treatment  of  ophthalmia  neon; 
rum.  .1.  S.  du  Toit.  South  Afri 
M.  J.,  Capetown,  15 : 103,  Mar. 
1941. 

The  incidence  of  ophthalmia  net 
torum  in  Capetown  is  still  fairly  li 
even  in  institutions  where  adequate  ] 
ventive  measures  are  supposed  to 
should  be  successfully  adopted, 
reason  for  this  is  that  in  many  ca 
the  drugs  used  as  prophylactics  are  d 
and  useless,  and  the  law  requiring 


use  of  prophylactics  is  probably  not 
forced  very  strictly. 

This  disease  is  the  cause  of  about  d 
percent  of  the  blindness  in  tbe  insti  - 
tions  and  about  50  percent  of  blindns 
in  children.  It  is  responsible  for  m 2 
blindness  than  any  other  disease. 

Since  the  beginning  of  1938,  differc 
methods  of  local  treatment  have  be  i 
adopted  in  the  eye  department  of  ii 
Groot  Skuur  Hospital,  and  the  relat:' 
values  of  these  drugs  have  been  det'l 
mined.  There  was  very  little  differerl 
in  the  results  of  treatment  and  in  til 
duration  of  stay  in  the  hospital  wi 
the  use  of  such  drugs  as  mercurochron 
acriflavine,  and  the  various  silver  pr< 
arations,  and  irrigations.  During  t ; 
period  from  the  beginning  of  1938  li 
April  1939,  32  patients  wrere  given  su 
treatment.  In  10  of  these  cases,  corne 
ulcers  developed,  and  serious  loss  i 
vision  resulted  in  most  of  them. 


Since  May  1939,  sulfapyridine  h; 
been  given  in  addition  to  local  trei 
ment.  The  local  treatment  has  usual 
consisted  of  irrigations  with  potassiu 
permanganate,  boric  acid,  or  saline  s 
lutions.  Sulfapyridine  was  admini 
tered  in  doses  of  % grain  per  pound  i 
body  weight,  given  three  times  dail 
powdered,  placed  on  the  tongue,  ar 
washed  down  with  the  food.  It  wf 
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art  that  the  dosage  might  be  too  small 
at  some  cases,  but  it  was  considered 
r parable  to  avoid  the  possibility  of  pro- 
jf  thing  toxic  symptoms  and  so  necessi- 
se|e  discontinuing  the  drug, 
a Thirty-two  patients  were  treated  by 
ill  ans  of  chemotherapy,  and,  although 
al  treatment  was  found  to  be  prac- 
Hilly  unnecessary,  the  eyes  seemed  to 
ujprove  more  satisfactorily  when  irri- 
r j:ions  were  used  to  keep  the  conjunc- 
al  sac  free  from  excessive  secretion, 
mediate  clinical  results  were  good  in 
cases,  and  the  purulent  discharge 
n diminished.  Edema  of  the  lids  and 
ijunctival  chemosis  rapidly  subsided, 
ly  a few  of  the  patients  showed  even 
;ht  symptoms  of  intolerance. 

Vhen  sulfapyridine  was  given,  the 
‘rage  stay  of  patients  in  the  hospital 
s reduced  to  6 days.  Although  5 
ients  were  admitted  with  corneal  in- 
vement,  the  infection  rapidly  cleared 
without  the  loss  of  the  sight  of  a 
gle  eye.  None  of  the  patients  had 
neal  involvement  after  treatment 
h sulfapyridine  was  begun. 
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PATHOLOGY 


tie  considerations  on  tertiary  syphilis 
f the  trachea.  E.  Sergent,  A.  Berg- 
ron,  M.  and  Mile.  CEhmichen.  Presse 
ied„  Paris,  48 : 1065-1067,  Dec.  25-28, 
940. 

lertiary  syphilis  of  the  trachea, 
4 ugh  a rare  condition,  is,  according  to 
ntlse  authors,  not  as  infrequent  as  com- 
ualy  believed.  It  is  often  confused 
«h  tuberculosis  and  carcinoma.  Its 
o urrence  in  a 30-year-old  woman  is 
»|>e  reported. 

tij  Since  July  1930,  at  which  time  she  had 
ifltlold  and  a cough,  slie  had  been  losing 
;,"fj  ght  and  a productive  cough  had  de- 
XK^oped.  In  February  1940  she  had  to 
d®#jto  bed,  but  at  this  time  the  roentgeu- 
tnDw*)  examination  of  the  chest  was  nega- 
: I'BJ,  and  no  tubercle  bacilli  could  be 
ie  jf<nd  in  the  sputum.  In  May  she  had 

itii 


!? ' . '1 
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rapidly  increasing  dyspnea,  which  be- 
came so  severe  that  a tracheotomy  was 
considered.  Laryngoscopic  examination 
showed  a paralysis  of  the  recurrent 
nerve  of  the  right  vocal  cord  but  no 
edema  or  lesions  of  the  larynx.  Her 
symptoms  of  dyspnea  gradually  disap- 
peared. On  examination  of  the  lungs 
many  sonorous  and  sibilant  rales  were 
heard  over  both  lung  fields ; at  the  right 
base  there  was  slight  suppression  of  both 
sonorous  and  vesicular  breath  sounds. 
A roentgen-ray  examination  of  the  chest 
at  this  time  showed  dilatation  of  the 
bronchi,  particularly  those  on  the  right, 
the  hilar  shadows  extending  toward  the 
diaphragm  giving  the  appearance  on  the 
right  side  (where  this  finding  was  most 
marked)  of  a beginning  pleural  effusion. 
The  Wassertnann  reaction  was  strongly 
positive.  On  being  questioned  in  regard 
to  a syphilitic  infection  at  this  time  the 
patient  stated  that  she  had  given  birth 
lo  a dead  child  at  the  age  of  18  years. 
Just  before  this  pregnancy  she  had  had 
an  eruption  on  the  body,  the  Wasser- 
nann  reaction  had  been  positive,  and  she 
had  received  a series  of  intravenous  in- 
jections. She  had  not  completed  her 
treatment,  and  a Wassermann  test  4 years 
after  she  had  taken  treatment  had  been 
negative.  Two  of  her  brothers  had  died 
of  tuberculosis. 

Antisyphilitic  treatment  with  cyanide 
of  mercury  was  given  on  May  24.  On 
May  26  there  were  definite  signs  of 
pleural  effusion  at  the  base  of  the  right 
lung.  Cloudy  fluid  containing  staphylo- 
cocci but  no  tubercle  bacilli  was  aspi- 
rated. On  May  27  the  patient  again  be- 
came dyspneic  and  cyanotic ; the  larynx 
was  not  found  to  be  involved,  and  there- 
fore a tracheotomy  was  not  done.  The 
patient  died  on  this  day. 

An  autopsy  was  performed.  Marked 
pleural  effusion  on  the  right  side  was 
found.  The  right  lung,  especially  the 
lower  lobe,  was  dense  and  congested. 
Except  for  absence  of  effusion  the 
changes  in  the  left  lung  were  the  same 
Section  showed  the  two  bronchi  of  the 
two  bases  to  be  enlarged  and  filled  with 
greenish  pus.  There  wTas  definite  cyiin- 
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drical  bronchiectasis.  Just  above  the  bi- 
furcation there  was  marked  constriction 
associated  with  thickening  of  the  wall 
of  the  trachea.  A large  lymph  node  was 
seen  just  beneath  the  bifurcation  of  the 
trachea.  All  other  organs  were  essen- 
tially normal. 

Histologic  examination  of  the  lymph 
node  above  mentioned  showed  caseofibri- 
nous  degeneration,  areas  of  lymphocytic 
infiltration,  and  giant  cells.  The  trachea 
in  the  area  of  constriction  showed  a 
thickened,  granular,  mucosal  surface  and 
small  gumma  ta  containing  giant  cells  and 
surrounded  by  areas  of  leukocytic  infil- 
tration. The  alveoli  of  the  affected  lung 
areas  were  filled  with  fihrin,  and  poly- 
morphonuclear and  mononuclear  leuko- 
cytes. Tubercle  bacilli  could  not  be  dem- 
onstrated in  this  material. 

An  anatomic-pathologic  report  of  a rare 

observation  in  visceral  syphilis:  Mac- 
rogumma of  the  heart.  D.  Mariotti. 

Gior.  ital.  di  dermat.  e sif.,  Milano, 

81 : 1043-1061,  Dec.  1940. 

Two  cases  of  multiple,  large  heart 
gummas  are  described.  In  the  first,  in 
which  the  patient  died  following  the  de- 
velopment of  marked  signs  of  decompen- 
sation, the  right  ventricle  showed  exten- 
sive replacement  of  heart  muscle  by 
syphilitic  granulomatous  tissue  and  by 
scar  tissue.  In  the  second  case  there 
were  practically  no  symptoms  preceding 
death  from  pulmonary  embolism.  In 
(his  case  extensive  gumma  formation 
was  found  in  the  walls  of  both  ventricles. 
Histologic  study  showed  that  the  gum- 
matous process  had  extended  to  Involve 
the  endocardium,  as  the  result  of  which 
thrombi  were  formed  on  the  endocardial 
surface.  The  pulmonary  embolism  which 
resulted  in  the  death  of  the  patient  was 
the  result  of  detachment  of  one  of  these 
thrombi. 

The  author  concludes  that  the  varied 
symptom-complex  of  syphilitic  diffuse 
gummatous  involvement  of  the  heart 
makes  clinical  diagnosis  of  this  condi- 
tion practically  impossible.  Anatomically 
he  differentiates  3 types  of  heart  gumma : 
(1)  Gummas  involving  the  myocardium 
of  the  outer  walls;  (2)  gummas  involv- 
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ing  the  myocardium  of  the  septa ; 
gummas  which  develop  in  the  direct 
of  the  heart  cavity  and  lead  to  endoc 
dial  involvement. 


LABORATORY 

RESEARCH 

Duration  of  infectivity  of  Trepone 
pallidum  in  citrated  blood  stoil 
under  conditions  obtaining  in  bid 
banks.  Thomas  B.  Turner  and  Thom 
H.  Diseker.  Bull.  Johns  Hopk  t 
Hosp.,  Baltimore,  68:  269-279,  M. 
1941. 

The  transfer  of  whole  blood  from  <: 
person  to  another  by  the  immediate  • 
direct  method  carries  with  it  the  pot  - 
tial  risk  of  transmitting  syphili' 
infection.  A recent  report  lists  138  cas 
of  indubitable  transfusion  syphilis,  a. 
among  these  there  were  20  cases  in  whl: 
the  routine  serologic  examination  of  h 
donor’s  blood  did  not  disclose  the  pr 
once  of  the  infection.  Since  many  hos 
tals  now  maintaip  blood  banks,  t 
authors  have  conducted  the  present  stu 
in  order  to  obtain  information  on  l 
probable  limits  of  safety  in  using  su 
blood  even  though  it  was  taken  from 
syphilitic  donor.  Virulent  Treponema 
pallida  were  added  to  citrated  blood  fr< 
both  human  beings  and  rabbits,  and  tji 
infectivity  of  the  mixture  for  rabbits  (, 
termined  after  various  periods  of  refr 
eration.  Blood  from  syphilitic  rabb 
known  to  be  in  an  infectious  stage  w 
likewise  tested. 

The  authors  feel  the  experiments  in< 
cated  that,  under  conditions  obtaining 
blood  banks,  syphilis  treponemes  prc 
ably  undergo  progressive  deterioratk 
during  the  storage  period.  Virule 
Treponemata  pallida  added  to  citrati 
whole  human  blood  failed  to  give  rise 
infection  in  normal  rabbits  after  store; 
periods  of  48  hours  or  longer.  Wbi 
added  to  citrated  whole  rabbit  blood  ai 
similarly  stored,  virulent  treponem 
were  infectious  for  normal  rabbits  aft 
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hours’  storage  but  not  after  72  hours 
longer.  In  a similar  experiment  by 
ch  (to  be  published)  infection  was 
lined  after  a storage  period  of  72 
|irs.  Nevertheless,  the  results  of  the 
i studies  are  in  substantial  agreement, 
1 indicate  that  the  infectivity  of  syphi- 
treponemes  in  citrated  blood  rarely 
|sists  for  longer  than  3 days  at  re- 
i;erator  temperature.  It  is  probable 
~It  blood  stored  for  4 days  or  longer 
not  transmit  the  disease, 
in  a few  instances  normal  rabbits  were 
I infected  when  transfused  with  natu- 
y infected  rabbit  blood  which  had 
n stored  for  48,  72,  or  96  hours. 


the  ability  of  Wassermann  reagins 

I)  permeate  into  the  cerebrospinal 
uid  and  the  constancy  of  specific  re- 
ctions  in  the  cerebrospinal  fluid. 

1.  Saker.  Deutsche  Ztschr.  f. 
fervenh.,  Berlin,  152  : 29-36,  Feb.  1941. 


n 5 patients  with  seropositive  latent 
S.hilitic  infection  but  with  negative 
sjial  fluid,  the  effect  of  irritative 
C -rile)  meningitis  on  the  spinal  fluid 
r ction  was  studied.  In  3 of  these 
c;es  autopsies  were  performed,  and  no 
e ience  of  syphilitic  change  in  the  cen- 
to nervous  system  was  obtained.  The 
s.ial  fluid  Wassermann  reaction  re- 
a.ned  negative  in  spite  of  marked  men- 
inal  reactions,  e.  g.,  marked  increase 
b;ell  count,  albumin,  and  globulin.  In 
0]  of  these  cases  the  spinal  fluid  Was- 
stnann  was  slightly  positive  on  2 oc- 
cbons  but  in  this  case  the  spinal  fluid 
h been  contaminated  with  blood. 

'hat  the  presence  of  sterile  meningitis 
d'S  not  modify  a strongly  positive  Was- 
S'mann  reaction  of  the  spinal  fluid 
w*  shown  in  3 cases,  in  which  from  3 
tc  examinations  of  the  spinal  fluid  were 
mie.  This  finding  does  not  lend  sup- 
P't  to  the  view  of  Strobel  and  others 
fit  the  strength  of  the  Wassermann  re- 
a<  on  is  dependent  on  the  protein  con- 
tf:  and  that  an  absolute  or  relative 
urease  in  the  globulins  increases  the 
shngth  of  the  Wassermann  reaction 
W;reas  an  increase  in  albumins  de- 
mises it. 


In  a series  of  10  seronegative,  non- 
syphilitic patients  it  was  shown  that  a 
sterile  meningitis,  regardless  of  degree  of 
severity,  does  not  produce  nonspecific 
positive  Wassermann  reactions  of  the 
spinal  fluid.  This  also  has  been  the 
author’s  observation  in  purulent  meD- 
ingitides. 

The  author  points  out  that  the  floc- 
culation test  applied  to  the  spinal  fluid 
is  not  as  reliable  an  indicator  of  syphilis 
as  the  Wassermann  test.  It  is  almost 
always  positive  in  compression  spinal 
fluid  and  not  rarely  also  in  the  presence 
of  nonspecific  meningitides  and  brain 
tumors.  These  nonspecific  positive  floc- 
culation reactions  occur  without  any 
regularity.  The  flocculation  test  may  be 
positive  in  the  presence  of  relatively 
low  protein  values  and  may  be  negative 
with  high  protein  values.  It  is  there- 
fore not  dependable  as  an  auxiliary  test 
in  doubtful  cases  of  neurosyphilis. 

In  vitro  studies  were  made  to  deter- 
mine the  effect  of  various  bacteria 
(streptococci,  staphylococci,  and  pneu- 
mococci), and  roentgen-ray  and  ultra- 
violet irradiation  on  the  Wassermann 
and  flocculation  reactions  of  positive 
cerebrospinal  fluid  obtained  from  pa- 
tients with  general  paresis.  The  influence 
of  bacteria  and  roentgen-ray  irradia- 
tion was  found  to  produce  no  change  in 
the  reactions,  but  ultraviolet  irradiation 
changed  strongly  positive  Wassermann 
and  flocculation  reactions  of  the  spinal 
fluid  to  weakly  positive  or  negative  re- 
actions. The  author  therefore  cautions 
laboratory  workers  against  exposing 
spinal  fluid  to  sunlight. 

The  effect  of  sodium  dehydrocholate  on 
arsphenamine  hypoglycemia.  L.  Ber- 
tellotti.  Gior.  ital.  de  dermat.  e sif., 
Milano,  81 : 1071-1089,  Dec.  1940. 

The  author  first  determined  the  effect 
of  intravenous  injection  of  various  doses 
of  a 20-percent  solution  of  sodium  de- 
hydrocholate on  the  blood  sugar  level 
of  10  rabbits.  It  was  found  that  a sub- 
toxic dose  resulted  in  hyperglycemia. 
Hyperglycemia  was  also  produced  in 
man  with  therapeutic  doses  (3  to  5 to 
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30  cc.)  and  occurred  as  early  as  2 min- 
utes after  injection.  Tlie  normal  level 
was  reestablished  after  2 to  3 hours. 

Next,  the  effect  of  intravenous  injec- 
tion of  neoarsphenamine  on  the  blood 
sugar  level  was  determined.  In  4 rab- 
bits injected  intravenously  with  a dose 
of  0.02  to  0.03  gm.  per  kg.  of  body 
weight  a constant  fall  in  the  blood  sugar 
level  could  be  observed.  In  man  the  in- 
jection of  therapeutic  doses  resulted  in 
a fall  in  the  blood  sugar  level  as  early 
as  2 minutes  after  injection.  There  was 
a return  to  normal  blood  sugar  values 
in  2 to  3 hours. 

The  effect  of  the  injection  of  a mixture 
of  sodium  deh.ydrocliolate  and  neoars- 
phenamine was  then  studied.  It  was 
found  that  sodium  dehydrocholate  neu- 
tralized the  hypoglycemic  effect  of  neo- 
arsphenamine. The  dose  of  sodium 
dehydrocholate  did  not  seem  to  make 
much  difference,  although  3 cc.  appar- 
ently suffices  to  prevent  the  hypoglycemic 
effect  of  0.6  gm.  of  neoarsphenamine. 
The  effect  produced  was  the  same 
whether  the  two  substances  were  mixed 
before  injection  or  were  injected  one 
immediately  after  the  other. 

Study  of  sulfonamide  chemotherapy  and 

reinfection  in  experimental  Nicolas- 

Favre’s  disease.  P.  Cerutti.  Gior. 

ital.  di  dermat.  e sif.,  Milano,  81 : 1031- 

1042,  Dec.  1940. 

The  effect  of  sulfonamide  therapy 
(streptosil  De  Angeli)  on  white  mice 
which  had  been  experimentally  inocu- 
lated intracerebrally  with  the  virus  of 
venereal  lymphogranuloma  was  studied. 
If  was  found  that  this  treatment  de- 
creased the  severity  of  the  resulting 
meningo-eneephalitis,  6 out  of  10  of  the 
animals  still  being  alive  45  days  after 
the  inoculation.  Streptosil,  however, 
was  found  to  have  no  effect  on  the  virus 
in  vitro.  That  the  virus  of  venereal 
lymphogranuloma  is  still  present  in  the 
inoculated  animals  which  have  been 
treated  with  sulfonamide  was  demon- 
strated by  the  fact  that  brain  emulsions 
made  from  these  animals  retained  their 
pathogenicity  for  other  healthy  animals. 
Iveinoculation  of  the  surviving  animal 
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(whether  spontaneously  or  as  a resulc 
sulfonamide  treatment)  is  said  tob 
followed  by  an  attenuated  form  < 
meningo-enceplialitis ; the  animal  aln 
never  dies.  This  was  found  to  be  1 1 
whether  the  strain  used  for  the  reind 
lation  is  the  same  as  that  used  for  i 
first  inoculation  or  -whether  it  is  a dii 
ent  strain. 

The  author  formulates  the  hypoth# 
that  the  sulfonamides  do  not  act  on 
virus  of  venereal  lymphogranuloma  it: 
but  that  they  modify  the  terrain,  p I 
ably  by  the  formation  of  an  unkn< 
substance  in  the  animal  organism  i 
way  which  makes  it  unsuitable  for  4 
growth  of  the  pathogenic  agent. 

Blood  sugar  and  liver  glycogen.  I.  A1, 
single  doses  of  sulfanilamide,  sod) 
sulfapyridine  and  sodium  sulfatlj 
zole.  Esther  M.  Greisheimer,  Rob<! 
Hafkesbring  and  Hid  da  Magalh 
M.  Times,  New  York,  69:  170-1  ti 
Apr.  1941. 

The  effect  of  single  doses  of  snlfaci 
mide,  sodium  sulfapyridine,  and  sodl 
sulfathiazole  upon  blood  sugar  and  lhl 
glycogen  was  studied  on  fasting  l 
which  received  glucose  after  a 15-hi 
fast.  The  dose  of  sulfanilamide  a 9 
1.8  cc.  of  1 percent  solution  per  i 
grams  of  rat ; this  was  given  by  the  I 
traperitoneal  route.  The  doses  of  l> 
dium  sulfapyridine  and  sodium  su 
thiazole  were  1 cc.  of  10  percent,  1 ; 
of  9 percent,  and  1 cc.  of  7.5  perct 
solutions  per  100  grams  of  rat. 

The  study  showed  that  the  gem  I 
level  of  the  blood  sugar  and  the  fr] 
lions  of  glycogen  formation  and  stor.8 
are  not  interfered  with  by  sulfanilamel 
in  a single  dose  of  the  size  used.  '<s 

contrast  to  this,  the  administration  ( 

. 

sodium  sulfapyridine  is  followed  by  ) 
increase  in  blood  sugar  and  by  alte-i 
tion  in  both  glycogen  formation  £ 1 1 
storage;  this  held  for  the  3 dosaij 
used.  The  greater  the  dose  the  m: 
pronounced  the  effects.  The  admii 
tration  of  sodium  sulfathiazole  is  b 
lowed  by  a marked  increase  in  bid 
sugar;  in  this  respect  it  resemlb 
sodium  sulfapyridine.  However, 
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jiially  toxic  doses,  it  has  little  effect 
liver  glycogen.  When  given  in  larger 
ses  (10  percent),  in  which  there  is 
(Out  50  percent  mortality,  it  leads  to 
,me  decrease  in  liver  glycogen.  The 
t|thors  conclude  from  this  that  in 
iually  toxic  doses,  sodium  sulfapyri- 
jie  is  more  harmful  to  the  liver  than 
lium  sulfathiazole. 

oncentration  of  free  sulfanilamide, 
Isulfapyridine,  and  sulfathiazole  in 
jmaterial  drained  from  human  biliary 
i tract'.  Roger  S.  Hubbard  and  Winfield 
■L.  Butsch.  Proc.  Soc.  Exper.  Biol.  & 
iMed.,  Utica,  46:  484-487,  Mar.  1941. 
'Two  grams  of  sulfanilamide,  sulfa- 
ridine,  and  sulfathiazole  were  ingested 
successive  experiments  by  4 patients 
>m  whom  bile  was  draining  through 
pes  inserted  in  the  bile  duct  after 
srations  upon  the  biliary  tract.  In- 
•vals  of  3 or  4 days  separated  the 
periments  upon  each  subject.  Speci- 
es of  bile  were  collected  for  4 suc- 
ssive  4-hour  periods  in  each  experiment, 
mples  of  urine  were  collected  simul- 
leously  with  the  bile  specimens  after 
j drug  had  been  given,  and  a sample 
blood  was  drawn  at  the  midpoint  of 
fit  of  the  three  4-hour  periods. 

The  results  upon  the  blood  and  bile 
different  subjects  were  qualitatively 
filar.  The  actual  relationships  be- 
een  the  concentrations  in  blood  and 
e were  sufficiently  alike  in  the  differ- 
: patients  to  justify  presenting  an 
irage  of  the  figures.  There  was  a lack 
quantitative  relationship  between  the 
i.ounts  of  the  drugs  present  in  the 
i od  and  urine,  and  this  suggests  ( par- 
ularly  in  the  experiments  upon  sulfa- 
amide)  that  the  rate  of  excretion  of 
:se  substances  is  relatively  constant 
en  the  urine  volume  is  constant.  The 
!2retion  of  the  drugs  into  the  bile 
B>ws  marked  qualitative  differences, 
tich  was  present  in  each  of  the 
Llividual  experiments.  Considerable 
b ounts  of  sulfanilamide  were  present 
L the  bile.  These  paralleled  approxi- 
Rtely  the  concentrations  in  the  blood, 
It  the  value  of  the  ratio  increased  dur- 
i : the  latter  part  of  the  experiments. 
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The  concentration  of  sulfathiazole  in  the 
bile  was  very  low  throughout  the  periods 
of  study  and  increased  rather  than  dimin- 
ished in  spite  of  the  drop  in  the  con- 
centration in  the  blood.  The  results 
with  sulfapyridine  were  more  irregular 
than  were  those  obtained  with  the  other 
two  drugs,  and  perhaps  are  associated 
with  the  effect  of  the  known  irregulari- 
ties in  the  absorption  of  this  compound 
upon  the  blood  concentration. 

The  results  with  sulfathiazole  are  dif- 
ficult to  interpret.  It  is  possible  that  this 
relative  failure  of  passage  into  the  liver 
is  an  expression  of  a general  relatively 
low  diffusibility  of  this  compound.  The 
authors  point  out  one  result  of  the  differ- 
ence in  concentration  of  sulfanilamide 
and  sulfathiazole  in  the  bile.  When  rela- 
tively large  amounts  of  a readily  absorbed 
substance  enter  the  bile  and  are  returned 
to  the  intestine  the  time  during  which 
the  compound  remains  in  the  body  is 
prolonged.  Excretion  by  the  liver,  there- 
fore, will  tend,  at  least  slightly,  to 
prolong  the  period  during  which  sulfanil- 
amide remains  in  the  body  as  compared 
with  the  time  sulfathiazole  remains  in 
the  body. 

The  “sulfanilamide  death  time”  in  vitro 

of  106  strains  of  the  gonococcus. 

Charles  M.  Carpenter  and  Harold  F. 

Wingate.  J.  Baet.,  Baltimore,  41 : 

473—478,  Apr.  1941. 

In  this  study  an  attempt  has  been  made 
to  correlate  the  “sulfanilamide  death 
time”  of  each  strain  of  the  gonococcus 
with  the  period  of  its  cultivation,  with 
its  thermal  death  time,  and  with  the 
amount  of  sulfanilamide  necessary  to 
effect  a clinical  “cure’’  of  the  patient 
from  whom  the  strain  was  obtained. 
The  effect  of  sulfanilamide  treatment 
of  the  patient  on  the  subsequent  resist- 
ance of  the  organism  to  the  drug  has  also 
been  observed. 

In  this  study  106  strains  of  the  gono- 
coccus were  employed  64  of  which  were 
recovered  from  males,  33  from  adult 
females,  and  9 from  children  with  vulvo- 
vaginitis. The  generations  ranged  from 
the  3rd  to  the  400th.  Eighteen  of  the 
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strains  were  isolated  from  patients  after 
treatment  with  sulfanilamide. 

The  sulfanilamide  death  time  of  the 
106  strains  in  a 1 : 10,000  concentration  of 
the  drug  ranged  from  8 hours  to  more 
than  48  hours.  Approximately  % of  the 
cultures  became  nonviable  after  exposure 
to  the  drug  for  from  12  to  24  hours. 
Recently  isolated  strains  were  less  resist- 
ant to  the  drug  than  were  strains  that 
had  been  grown  on  an  artificial  medium 
for  a long  period  of  time.  The  mean 
death  time  of  the  youngest  group,  rep- 
resented by  52  strains  which  had  been 
cultivated  for  from  1 to  20  generations, 
was  17.7  hours ; of  the  oldest  group,  rep- 
resented by  14  strains  cultivated  for  from 
101  to  400  generations,  it  was  33.7  hours ; 
and  of  the  intermediate  group,  rep- 
resented by  31  strains  cultivated  for 
from  21  to  100  generations,  it  was  28 
hours. 

There  was  little  difference  in  the  sulf- 
anilamide death  time  of  strains  derived 
from  patients  who  had  been  treated  with 
sulfanilamide  and  those  from  untreated 
individuals.  There  was  no  correlation 
between  the  death  time  of  a strain  of  the 
organism  and  the  amount  of  treatment 
with  sulfanilamide  required  to  accom- 
plish a clinical  “cure.” 

In  a study  of  31  strains  on  which  the 
thermal  death  time  at  41.5°  C.  had  been 
determined,  as  well  as  the  sulfanilamide 
death  time  in  a concentration  of  1 : 10,000, 
no  direct  correlation  of  the  bactericidal 
action  of  the  two  agents  could  be  dis- 
covered. 

Observations  on  the  origins  of  the  106 
cultures  offered  no  evidence  that  the 
source  of  the  strain  affected  the  sulfa- 
nilamide death  time. 


PUBLIC  HEALTH 
ADMINISTRATION 

The  evaluation  of  premarital  legislation. 

W.  M.  Sheppe.  J.  A.  M.  A.,  Chicago, 
116  : 2006,  May  3,  1941. 

Requirements  regarding  the  restriction 
of  marriage  of  persons  found  to  be  in- 
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fected  with  syphilis  vary  greatly  in  J 
26  States  which  have  some  type  of  lej  i4 
lation  covering  this  point.  In  general,  q 
issuance  of  a license  is  based  on  et 
result  of  physical  examination,  labai 
tory  tests,  or  in  some  instances  the  mi 
certification  of  freedom  from  vener  j 
disease  by  a registered  physician,  1t\ 
medical  profession  has  not  been  uiuj 
mous  in  its  sanction  of  the  legislate 
efforts. 

Data  on  the  actual  number  of  cas] 
of  syphilis  detected  by  premarital  -j 
quirements  is  as  yet  fragmental 
Sheppe  has  corrected  and  brought  p| 
to  date  the  figures  published  by 
wards  in  May  1940.  He  shows  that  a 
the  13  States  for  which  statistics  Si 
thought  to  be  reliable  there  have  bn 
677,832  persons  examined.  Of  the, 
9,017  had  positive  reactions,  a perce- 
age  of  1.3.  This  incidence  of  syphs 
in  the  premarital  group  is  fairly  ri 
form  throughout  the  country.  It  is  ■ 
parently  lower  than  the  incidence  t 
cases  in  the  general  population,  but  t> 
difference  may  be  apparent  rather  tl> 
real,  as  persons  who  know  that  they  hi 1 
syphilis  probably  do  not  apply  for  • 
amination.  A high  proportion  of 
persons  who  were  found  to  have  syphi 
were  unaware  of  their  infection. 

The  figures  for  West  Yirgina  sh| 
a higher  incidence  (2.4  percent)  tli 
in  any  other  State  for  which  figui 
are  available.  This  is  of  interest,  i 
West  Virginia  is  the  first  southern  St;: 
to  present  any  statistics  of  this  ty 
Most  of  the  premarital  blood  examii; 
tions  are  performed  in  private  labo 
tories  in  West  Virginia,  the  Sta 
laboratory  having  carried  out  3.1  percc 
of  the  positive  examinations.  The  P' 
marital  law  in  West  Virginia  has  prov 
acceptable  to  a large  majority  of  t: 
medical  profession  and  the  gene: 
public. 

Sheppe  feels  that  the  favorable  resu 
accruing  from  the  enforcement  of  p 
marital  legislation  far  outweigh  t 
theoretical  objections  which  have  be 
advanced. 
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»tes  on  1940 — A national  defense  year. 

Walter  Clarke.  J.  Social  Hyg.,  New 
York,  27:  163-165,  Mar.  1941. 

At  the  end  of  1940  the  entire  resources 
the  American  Social  Hygiene  Asso- 
ition  were  being  devoted,  directly  and 
lirectly,  to  national  defense  work, 
irrent  publications  deal  mainly  with 
ffense  problems.  Educational  activi- 
|s  point  out  the  x-elation  of  sound  sex 
i'itruction  to  the  prevention  of  syphilis 
id  gonorrhea.  Publicity  stresses  de- 
mise activities.  Medical  activities  deal 
Uh  syphilis  and  gonorrhea  in  relation 
I the  Army,  the  Navy,  and  industrial 
iirkers.  A new  film,  In  Defense  of  the 
S tion,  was  completed  for  release  in 
Iril  1941. 

The  most  intensive  defense  effort  has 
Purred  in  the  field  of  legal  and  pro- 
t'tive  measures,  the  principal  services 
ling  detailed  field  studies  of  existing 
(iditions  in  regard  to  commercialized 
Institution  in  the  vicinity  of  military 
[d  industrial  concentration  areas. 
Sjch  surveys  were  made  in  129  cities 
1 23  States  and  the  District  of  Coluin- 
Bi,  and  in  46  areas  near  Army,  Navy, 
s 1 industrial  establishments.  A.  S.  H.  A., 

I blic  health  and  medical  consultants 
\re  continuously  available  to  em- 
ryers. 

Officers  and  staff  have  given  time  to 
t;  encouragement  of  those  positive 
[wentive  measures — provision  of  whole- 
“ne  recreation  and  morale-maintenance 
a ivities — which  are  of  great  importance 
t the  prevention  of  venereal  disease, 
'bstitutes  for  the  brothels  and  honky- 
tiks  must  be  provided  by  the  morale- 

c intenance  agencies  if  the  job  of  clean- 

I 

up  vicious  prostitution  situations  is 
t be  done. 

Yhile  concentrating  on  meeting  emer- 
Sicy  needs,  long-range  objectives  have 
t ‘n  kept  in  view,  and  all  work  has  been 
E nned  and  carried  out  with  these  aims 
i view. 
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How  the  Army  protects  soldiers  from 
syphilis  and  gonorrhea.  Arthur 
Parker  Hitchens.  J.  Social  Hyg., 
New  York,  27:  103-112,  Mar.  1941. 

The  Medical  Corps  of  the  United 
States  Army  has  the  duty  of  selecting 
men  with  qualifications  highly  special- 
ized for  the  defense  of  the  Nation  and 
then  of  maintaining  and  improving  those 
qualities.  It  is,  therefore,  incumbent 
upon  the  Army  administrators  to  know 
and  deal  with  the  causes  of  noneffective- 
ness and  permanent  disability  of  the 
armed  forces.  Achievement  of  this  pur- 
pose includes  not  only  physical  fitness, 
but  also  the  maintenance  of  morale. 

The  punitive  measures  adopted  in  the 
early  history  of  the  United  States  fre- 
quently caused  a young  soldier,  upon 
finding  himself  infected,  to  seek  the  ad- 
vice of  a patent  medicine  vendor.  At 
present  the  infected  soldier  loses  pay 
while  he  is  away  from  duty  because  of 
his  disease,  but  he  suffers  court-martial 
only  if  he  fails  to  report  for  treatment. 
The  responsible  Army  officer  has  effec- 
tive cooperation  of  local  police  and  ex- 
tracantonment health  officials.  Any  per- 
son known  to  be  a source  of  infection 
will  be  kept  in  confinement  until  made 
noninfectious  by  treatment. 

The  Army  is  well  aware  of  the  im- 
portance and  potential  values  that 
wholesome  recreational  and  educational 
opportunities  have  for  soldiers,  thereby 
preventing  some  men  from  visiting  pros- 
titutes from  whom  practically  all  vene- 
real infections  are  acquired.  No  gain 
is  made  by  assuming  a vindictive,  dis- 
paraging attitude  toward  an  infected 
man.  The  job  is  to  treat  his  illness 
when  he  is  infected  and  to  use  efforts  to 
change  the  conditions  which  are  likely 
to  increase  the  probability  of  his  becom- 
ing infected. 

Hitchens  emphasizes  the  need  for 
building  a firm  and  unequivocal  oppo- 
sition to  legalized  prostitution  on  the 
I>art  of  the  public.  The  less  accessible 
brothels  are,  the  less  profitable  they  are 
to  their  owners,  and  the  less  likely  they 
are  to  flourish. 
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Protecting  industry  from  venereal  dis- 
eases. Warren  F.  Draper.  J.  Social 

Plyg.,  New  York,  27 : 93-102,  Mar.  1943. 

Prevention  of  venereal  disease  is  a 
contribution  to  physical  fitness,  and 
physical  fitness  is  the  underlying  con- 
tribution that  can  be  made  to  the  na- 
tional defense  program.  The  Surgeon 
General  of  the  United  States  Army 
showed  that  last  year  239,000  days  were 
lost  in  the  Army  through  absence  from 
duty  because  of  venereal  disease.  A 
similar  situation  evidently  exists  in  in- 
dustry, judging  from  the  syphilis  found 
among  the  young  men  called  for  selective 
service.  There  is  little  or  no  informa- 
tion regarding  the  loss  of  time  by  work- 
ers as  a result  of  venereal  disease.  How- 
ever, blood  tests  of  workers  in  large 
industrial  centers  have  shown  that  from 
20  to  40  in  every  1,000  workers  are 
infected  with  syphilis.  With  defense 
industries  doubling  and  redoubling  their 
production,  the  employer  and  employee 
must  unite  in  a fight  against  the  sabotage 
of  syphilis  and  gonorrhea. 

The  United  States  Public  Health  Serv- 
ice has  formulated  a tentative  plan  for 
combating  venereal  disease  in  a com- 
munity of  industrial  workers.  One  es- 
sential is  that  routine  blood  tests  should 
be  performed  at  the  time  a man  is 
employed  and  at  regular  intervals  there- 
after. A positive  blood  test  presents  no 
cause  for  denying  employment,  unless 
the  cardiovascular  or  central  nervous 
system  is  shown  to  be  involved.  The 
worker  should  not  be  discharged  unless 
he  refuses  to  remain  under  treatment 
until  he  has  received  the  maximum 
benefit.  The  worker  is  an  asset  as  long 
as  he  can  produce,  and  he  can  produce 
as  long  as  he  is  under  treatment. 

It  is  necessary  that  there  should  be  a 
complete  agreement  between  the  em- 
ployers and  labor  organizations  upon  any 
program  set  up.  Leaders  of  both  the 
American  Federation  of  Labor  and  the 
Congress  of  Industrial  Organizations 
have  given  wholehearted  endorsement  to 
the  national  syphilis  program,  but  they 
are  disinclined  to  recommend  the  active 
cooperation  of  their  members  when  pro- 
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tection  against  discrimination  is 
assured.  If  employers  recognize  the  l 
dustrial  and  the  community  hazards;] 
uncontrolled  venereal  disease,  there  n 
be  no  difficulty  here.  Every  effort  she  |d 
be  made  to  impress  the  workers  v !i 
the  facts  about  venereal  disease, 
the  educational  program  should  incl  |e 
information  concerning  prophylaxis. 

Results  of  the  campaign  against  syph 

Prophylax.  antiven.,  Paris,  12:2- 
278,  Nov.  1940. 

The  following  statistics  are  cited  b 
show  the  effect  of  the  campaign  again 
syphilis  on  stillbirths,  infant  mortal  , 
and  the  incidence  of  early  syphilis. 

In  1913  there  were  43.6  stillbirths  ’ 
1,000  births;  in  1936  this  had  fallen) 
33.2  per  1,000.  There  was  a decrease  f 
2S  percent  in  infant  mortality,  i 
1912-13  the  morbidity  from  prim  ’ 
syphilis  in  the  Army  of  the  Interior  -s  I 
2 per  1,000  men,  but  during  the  war  t i 
number  increased  to  14.2  in  1916;  to  P 
in  1917,  and  20.3  in  1918.  In  1922,  i 
the  result  of  efforts  to  combat  this  <• 
ease,  the  incidence  fell  to  3 per  1, 1 
soldiers ; to  1.5  in  1936 ; to  1.3  in  It 
In  treatment  centers  established 
the  public  health  service  there  was 
decrease  of  37.5  percent  in  the  incidei 
of  primary  and  secondary  syphilis  duri 
the  period  from  1930  to  1937. 

The  activities  of  the  Committee  on  C< 
servation  of  Vision.  E.  L.  Van  B 
kirk.  J.  Indiana  M.  A.,  Iiulianapo 
34:  235-237,  May  1941. 

Included  in  the  program  of  the  Cc 
mittee  on  Conservation  of  Vision  of  t 
Indiana  State  Medical  Association  ha 
been  the  following:  (1)  Prophylaxis 
ophthalmia  neonatorum  with  adequf 
and  uniform  treatment,  (2)  preventi* 
discovery,  and  thorough  treatment 
syphilis. 

The  program  began  by  forming  lo( 
committes  in  county  medical  societi' 
by  publishing  articles  in  the  State  me 
ical  association  journal,  and  prepari 
exhibits  at  the  annual  convention 
Hie  State  medical  association  and  at  t 
State  fair. 
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riie  following  resolution  was  adopted 
the  house  of  delegates  at  a meeting 
the  Indiana  State  Medical  Association 
October  1939 : 

1.  That  the  question  on  the  birth  cer- 
icate,  “Were  precautions  taken  against 
hthalmia  neonatorum?”  be  changed  to 
id,  “What  preventive  for  ophthalmia 
onatorum  did  you  use?  If  none,  state 
5 reason.” 

2.  That  legislation  should  be  enacted 
2cify.ing  that  only  a prophylactic 
ent  approved  by  the  Indiana  State 
iard  of  Health  shall  be  used. 

3.  That  1 percent  silver  nitrate  be  used 
beeswax  ampules  as  a universal  pro- 
ylactic  agent  for  ophthalmia  neona- 
■um  at  this  time  with  the  reservation 
it  this  recommendation  may  be 
anged  in  the  future. 

1.  That  the  Indiana  State  Board  of 
alth  shall  acquaint  physicians,  indi- 
luals,  and  hospitals  with  this  recom- 
ndation  and  see  that  it  is  uniformly 
sily  available. 

5.  That  the  Indiana  State  Board  of 
■alth  shall  carry  on  a campaign  of 
King  the  prompt  and  early  reporting 
I ophthalmia  neonatorum  as  the  law 
ivv  specifics. 

I).  That  the  Indiana  State  Board  of 
alth,  through  the  local  health  officers, 
nil  ask  the  prompt  reporting  of  con- 
ictivitis  of  the  newborn  from  what- 
i|'r  organism,  and  shall  have  jurisdic- 
;|n  over  these  cases,  in  investigating 
*3  insuring  adequate  diagnosis  and 
; atment  until  they  are  definitely  classi- 
il  as  not  being  ophthalmia  neonatorum. 
I at  investigation  should  be  the  direct 
’ ponsibility  of  the  Indiana  State  Board 
) Health  and  assured  thereby, 
f.  That  consultation  with  oculists  be 
ged  in  these  cases  whenever  such  con- 
station  is  available.  That  provision 
3 made  for  expert  ophthalmologic  and 
ursing  care  whenever  necessary  and 
tit  these  services  be  arranged  without 
i ay  and  be  available  also  for  similar 
fergency  cases  occurring  at  a later 
tie. 

Che  incidence  of  ophthalmia  neona- 
tum  in  Indiana  is  very  high.  Fifteen 
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percent  of  the  children  in  the  State  blind 
school  are  blind  because  of  this  disease. 
Of  those  on  the  blind  pension  rolls  in 
Indiana,  2%  percent  are  blind  from  oph- 
thalmia neonatorum.  Very  few  of  the 
cases  are  reported,  yet  in  one  Indiana 
city  with  100,000  population,  hospital 
records  show  10  such  cases  within  the 
past  5 years.  In  order  to  stamp  out 
this  disease,  these  cases  should  be  re- 
ported and  adequate  ophthalmologic  and 
nursing  care  should  be  available. 

Eight  percent  of  those  on  the  "blind 
pension  rolls  in  Indiana  are  blind  from 
syphilis.  The  present  syphilis  program 
will  do  much  to  reduce  this  figure,  and 
Indiana  physicians  are  urged  to  prevent, 
discover,  and  thoroughly  treat  syphilis. 
Prenatal  blood  serologic  tests  would  do 
much  to  prevent  interstitial  keratitis 
and  optic  atrophy. 

Case  control  methods  in  dispensary 
gonorrhea.  Rogers  Ueakin  and 
Morris  S.  Wortman.  Am.  J.  Syph., 
Gonor.  & Ven.  Dis.,  St.  Louis,  25 : 265- 
269,  May  1941. 

Case  control  refers  to  all  contacts  with 
the  patient  designed  to  assist  in  the 
study,  treatment,  and  control  of  gonor- 
rhea. The  authors  believe  that  adequate 
case  control  includes  at  least  the  fol- 
lowing three  activities:  (1)  The  estab- 
lishment of  a definite  routine  of 
gonorrheal  therapy;  (2)  the  keeping  of 
complete,  unbiased  medical  records  of 
clinical  and  bacteriologic  findings,  so  re- 
corded as  to  allow  accurate  comparison 
of  treatment  procedures;  (3)  the  use  of 
case-holding  services  that  will  keep  pa- 
tients under  medical  observation  until 
they  have  satisfied  rigid  criteria  of  cure. 

Efficiency  in  case  control  can  be 
achieved  if  qualified  personnel  is  used 
and  if  there  is  coordination  of  clinical, 
bacteriologic,  case-holding,  and  clerical 
services.  Responsibility  for  directing 
and  coordinating  these  various  services 
should  remain  with  the  clinician. 

Organization  of  this  kind  was  estab- 
lished in  the  genito-urinary  section  of 
the  Washington  University  Clinics  on 
July  1,  1938.  During  the  following  22 
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months,  474  unselected  male  patients 
were  treated  for  gonorrhea.  Of  this 
group,  330  (74  percent)  have  remained 
under  treatment  until  cured,  or  are  still 
under  observation.  The  average  period 
of  treatment  and  observation  was  4y2 
months.  Only  47  (10  percent)  were  lost. 
The  remaining  16  percent  were  trans- 
ferred to  other  treatment  centers,  re- 
turned with  reinfections,  left  the  city, 
or  could  not  attend  the  clinic.  Prior  to 
July  1938,  patients  remaining  under  treat- 
ment until  cured  constituted  less  than  3 
percent  of  the  total  number.  Some  clin- 
ics have  reported  a lapse-rate  in  treat- 
ment as  high  as  100  percent. 

The  authors  discuss  six  case-holding 
technics,  as  follows:  (1)  Developing  a 
congenial  personal  relationship  with  the 
patient;  (2)  conducting  a social  study; 
(3)  collection  of  important  data;  (4) 
education  of  the  patient;  (5)  stimulation 
of  patient  by  keeping  him  constantly 
aware  of  the  clinic’s  interest  in  his  per- 
sonal welfare  by  means  of  clinic  inter- 
views, home  visits,  letters,  and  telephone 
calls  (of  the  474  patients  only  14,  or  3 
percent,  did  not  require  stimulation  of 
one  kind  or  another)  ; and  (6)  case  work. 
Proper  use  of  these  technics  will  keep 
the  majority  of  patients  under  treatment. 

Important  to  effective  relationship  with 
the  patient  is  the  maintenance  of  an 
understanding,  uncritical,  and  noncoer- 
cive  attitude.  Assumption  of  authority, 
coercion,  or  application  of  compulsory 
case-holding  methods  will  nearly  always 
alienate  the  patient. 

More  identifying  information  than 
name  and  address  is  needed  for  main- 
taining contact  with  the  patient.  A re- 
cent survey  indicated  that  of  about  3,000 
lapsed  cases  of  gonorrhea  reported  to  a 
State  board  of  health,  57  percent  could 
not  be  located.  Identifying  information 
obtained  in  the  Washington  University 
Clinics  includes  the  following:  (1)  Pa- 
tient’s name  and  address  (a  trial  letter 
is  sent  after  his  first  visit  to  verify  the 
address  given),  (2)  name  and  address  of 
his  place  of  employment,  (3)  names  and 
addresses  of  two  people  who  will  know 
how  to  reach  the  patient,  (4)  names  of 
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relatives,  (5)  names  of  the  patie( 
children  (who  may  be  traced  through 
public  schools),  (6)  name  of  insura i 
company  with  which  the  patient  has 
surance,  (7)  Social  Security  number. 

Names,  addresses,  and  other  inforj 
tion  concerning  contacts  and  sources 
infection  are  given  much  more  freely 
questionnaire  than  by  personal  intervii 
When  the  questionnaire  has  been 
swered,  the  way  is  opened  to  a perso 
interview. 

Sociologic  information  about  each 
tient  (employment  status,  family  tel 
home  conditions)  is  important  to  und 
standing  the  patient’s  problems.  Pr 
ably  no  other  factors  are  likely  to 
fluence  the  patient’s  attendance  mi 
than  those  within  his  social  environme 

A study  of  environmental  factors  gi1 
data  which,  when  accumulated  in  © 
siderable  amount  and  properly  classifi 
may  aid  in  the  prediction  of  the  amoi 
of  personal  contact  required  to  effect  1 
complete  cooperation  of  any  particu 
patient. 

Psychologic  and  personality  fact* ! 
also  have  important  bearing  on  the  s 
cess  of  personal  relationship  with  t 
patient,  and  thus  on  his  cooperation 
following  treatment  instructions.  I 
fears,  anxieties,  and  superstitions  mi? 
be  learned  and  dispelled.  It  is  impi 
tant  to  discover  what  he  thinks  a* 
knows  about  gonorrhea.  Care  must 
taken  that  he  does  not  develop  gonorrh 
phobias.  It  seems  that  a gonorrheal  : 
fection  can  sometimes  have  a lasti 
traumatic  effect  on  a patient’s  men! 
health.  Some  patients  return  to  tf 
clinic  to  inquire  whether  it  will  be  i 
right  for  them  to  marry  and  ha1 
children.  Others  complain  of  impoten 
after  their  infection.  It  is  necessary  n 
only  to  attempt  to  remove  the  physic  > 
disease  but  the  psychologic  trauma 
well  if  patients  are  to  be  discharged 
completely  cured.  Intensive  case  wo 
is  frequently  necessary  in  such  easel 
Sometimes  case  work  is  needed  befo 
medicinal  therapy  can  be  considered. 

Education  of  the  patient  is  a great  a 
to  case  holding.  The  more  closely  tl 
■ 
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ent’s  idea  of  cure  approximates  that 
;he  urologist,  the  greater  the  likeli- 
i that  he  will  remain  under  treatment 
1 he  is  cured. 

o persons  not  experienced  in  case- 
ling  the  use  of  authority,  legislation, 
'orce  is  most  appealing,  because  it  is 
est  to  understand  and  is  considered 
;tive.  However,  as  Nelson  has  said, 
e genitoinfectious  diseases  cannot  be 
?ged  into  the  open  so  far  as  individ- 
infections  are  concerned,  because  they 
too  easily  hidden.  Publicity  and  gen- 
application  of  compulsory  methods 
drive  them  completely  under  cover, 
often  is  it  assumed  that  a summary 
jr  to  return  to  treatment  will  have 
desired  effect.” 

0 treatment  of  gonorrhea  is  com- 
e which  fails  to  treat  the  patient  as 
hole,  and  to  take  into  consideration 
sociologic,  psychologic,  and  environ- 
.tal  factors. 

ses  of  blindness  in  Hawaii.  W.  John 
olmes  and  Grace  C.  Hamman.  Arch, 
pth.,  Chicago,  25  : 643-650,  Apr.  1941. 

he  number  of  blind  persons  in  Ha- 

1 at  present  is  estimated  to  be  400. 
this  report,  the  authors  summarize 
data  from  the  case  records  of  379 
the  400.  Of  these,  340  were  ex- 
ned  by  ophthalmologists.  The  re- 

Ining  39  were  persons  known  to  be 
d who  had  been  repeatedly  ex- 
ned  by  medical  social  workers 
[ned  for  ophthalmologic  work,  but 
i refused  to  return  for  a check-up 
jan  oculist.  The  group  of  persons 

Iiwn  to  be  blind  constituted  less  than 
percent  of  the  total  population  of 
rail.  It  included  representatives 
la  all  principal  races  and  racial  mix- 
Is  found  in  the  territory. 

I1'  was  impossible  to  determine  the 
tal  etiologic  factor  in  each  case 
6 blindness.  Several  patients  with 
Sfmken  deformed  bulbs  or  with 
n ty  sockets  were  seen  years  after 
M condition  primarily  responsible  for 
hr  blindness  had  abated.  Inquiries 
J social  workers  elicited  the  exciting 
a>e  in  several  of  these  cases,  but 
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sometimes  the  diagnosis  was  a matter 
of  conjecture,  arrived  at  by  piecing  to- 
gether fragments  of  inaccurate  state- 
ments given  by  the  patient,  his  relatives, 
or  his  friends. 

Syphilis  caused  12.36  percent  of  the 
cases  of  blindness  in  this  group — more 
than  any  other  infectious  disease.  This 
figure  corresponds  roughly  to  the  findings 
in  other  studies.  Cowan  and  Sinclair 
reported  that  of  6,000  applicants  for 
pensions  for  the  blind  in  Pennsylvania, 
9.4  percent  had  syphilis  ( J.  A.  M.  A.,  107 : 
757,  Sept.  5,  1936). 

Gonorrheal  ophthalmia  accounted  for 
2.34  percent  of  the  blindness  in  this 
group.  This  figure  is  extremely  low 
and  compares  favorably  with  the  much 
higher  incidence  of  blindness  from  this 
cause  in  other  localities.  It  is  possible 
that  many  of  the  persons  reported  as 
congenitally  blind  really  had  had  gonor- 
rheal ophthalmia  at  birth.  The  Na- 
tional Society  for  the  Prevention  of 
Blindness  has  reported  a yearly  con- 
stant for  the  past  8 years  of  7 percent 
for  blindness  caused  by  ophthalmia 
neonatorum  among  new  students  seek- 
ing admission  to  schools  for  the  blind  in 
the  United  States  and  Canada  (Sight- 
Saving  Rev.,  9 : 126,  June  1939). 

Diseases  of  the  cornea  were  the  most 
frequently  diagnosed  ocular  derange- 
ments which  resulted  in  blindness. 
Syphilis,  leprosy,  and  trachoma,  all  dis- 
eases with  a predilection  for  involve- 
ment of  corneal  tissue,  were  responsible 
for  the  high  incidence  of  cases  in  this 
category. 

Invasion  of  the  optic  nerves  and 
visual  pathways  which  resulted  in  at- 
rophy of  the  papillae  occurred  in  13.43 
percent  of  the  cases  in  this  group. 
Under  this  heading  were  grouped  all 
cases  of  atrophy  of  the  optic  nerve,  irre- 
spective of  cause. 

The  authors  submit  this  study  with 
the  hope  that  it  will  stimulate  further 
medical  research  on  the  causes  of  dis- 
eases resulting  in  blindness  and  that  it 
will  stress  the  importance  of  thorough  ex- 
aminations and  carefully  prepared  case 
reports. 
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PERCENT 


RAPID  APPRAISAL  OF  SULFONAMIDE  DRUGS 
IN  THE  TREATMENT  OF  GONORRHEA  IN  THE  MALE 

MONTHLY  REPORT 


DISAPPEARANCE  OF  SYMPTOMS 
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ON  PATIENTS  SHOWING  NO  DISCHARGE  AND  CLEAR  2 GLASS  TEST  FOR  14  DAYS 
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THAN  3 MORE 
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THAN  3 MORE 
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NEW  DRUGS 

RAPID  APPRAISAL  REPORTS  ARE  PUBLISHED  EACH  MONTH  ONLY  FOR  DRUGS  IN  GENERAL  USE.  RESULT! 
WITH  NEW  DRUGS  INTRODUCED  FOR  CLINICAL  EXPERIMENTATION  ARE  COMMUNICATED  DIRECTLY  TO  THE 
RESEARCH  CLINICS  AND  TO  THE  PHARMACEUTICAL  LABORATORY  MANUFACTURING  THE  DRUG.  THIS  INFORMATION1 
IS  AVAILABLE  TO  OTHERS  UPON  REQUEST. 
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rhe  Technic  of  Induced  Malaria  as  Used  in  The  South 
Carolina  State  Hospital 

BRUCE  MAYNE,1  Special  Expert,  and  MARTIN  D.  YOUNG,  Sc.  D. 
United  States  Public  Health  Service 


'HIS  PAPER  was  prepared  in  response 

0 numerous  requests  for  information  con- 
erning  the  procedure  followed  at  the 
Williams  Malaria  Research  Laboratory 
/here  malaria  infection  is  employed  in 
be  treatment  of  neurosyphilis.  This  in- 
ormation  has  been  gathered  from  our 
xperience  in  the  use  of  malarial  therapy 
ver  a 10-year  period. 

CETHODS  OF  TRANSFERRING*  THE  INFECTION 

There  are  two  primary  methods  of 
ransferring  the  infection  from  one  pa- 
ient  to  another.  The  one  widely  used 
ecause  of  its  simplicity  is  the  transfu- 
ion  of  blood  from  a malarious  donor  to 
le  recipient.  The  second,  and  more  nat- 
ral  way,  is  through  the  bite  of  infected 
(iosquitoes.  This  method  requires  the 
;tting  up  of  an  insectary  to  breed  the 
losquitoes,  or  an  arrangement  for  ob- 
lining  the  insects  from  some  established 
sectary.  Adult  female  mosquitoes  are 
emitted  to  feed  on  a malarious  patient 

1 whose  blood  gametocytes  have  been 
emonstrated.  After  the  feeding  the 
osquitoes  must  be  cared  for  under  care- 
illy  controlled  conditions  for  from  10 
1 30  days  while  the  extrinsic  cycle  of 
evelopment  of  the  plasmodium  occurs, 
e completion  of  which  is  proved  by  the 
esence  of  sporozoites  in  salivary  glands 
ssected  from  some  of  the  mosquitoes, 
be  mosquitoes  are  now  able  to  transmit 
e infection  by  biting. 


From  the  National  Institute  of  Health,  Ma- 
la Investigations,  Williams  Malaria  Re- 
irch/  Laboratory,  located  at  the  South  Car- 
na  State  Hospital,  Columbia,  S.  C.  The 
thors  express  their  appreciation  to  the 
iff  of  the  South  Carolina  State  Hospital  for 
sir  cooperation  in  the  malaria  work. 

1 Deceased  April  30,  1941. 


Several  mosquitoes  are  allowed  to  bite 
the  patient,  the  infection  developing  from 
10  to  20  days  thereafter,  depending  on  the 
species  of  malaria.  Plasmodium  falcip- 
arum ( estivo-autumnal  malaria)  has  the 
shortest  incubation  period  and  P.  ma- 
lariae  (quartan)  the  longest. 

Infected  mosquitoes  can  be  shipped  suc- 
cessfully by  placing  them  in  a wire  cage 
wrapped  in  moist  cloths  and  enclosed  in 
a cardboard  mailing  tube. 

There  is  another  method  which  shows 
promise  and  avoids  shipping  mosquitoes. 
In  this  method  the  infected  salivary 
glands  of  the  mosquito  are  removed  under 
aseptic  conditions  and  put  into  sterile 
sodium  citrate.  This  suspended  spo- 
rozoite material  can  then  be  iced,  shipped, 
and  inoculated  in  the  identical  manner 
in  which  blood  is  used  (Mayne,  1933). 
The  sporozoites  thus  prepared  have  been 
shown  to  remain  infective  for  at  least 
26  days  (Mayne,  1935). 

An  advantage  of  this  method  is  that 
infective  material  can  be  transferred  over 
long  distances,  as  has  been  demonstrated 
by  the  successful  transfer  of  such  mate- 
rials from  this  station  to  the  Horton  Men- 
tal Hospital  in  England,  and  the  reverse, 
with  “takes”  after  a 9Lday  period  en  route. 
Another  advantage  is  that  the  dosage  of 
sporozoites  can  be  determined  more  ac- 
curately than  can  be  done  in  the  em- 
ployment of  living  mosquitoes.  At  pres- 
ent this  method  of  inoculation  is  too 
expensive  to  be  universally  employed. 
However,  it  adds  another  source  of  avail- 
able infective  material  for  P.  vivax  or  P. 
falciparum.  This  method  is  not  practical 
with  quartan  malaria  as  both  the  ex- 
trinsic and  intrinsic  incubation  periods 
are  too  long,  and  the  mosquito  infection 
rate  is  too  low. 
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SELECTION  OF  TYPES  OF  MALARIA 

The  selection  of  the  species  of  malaria 
parasite  in  institutional  therapy  is  often 
fortuitous,  depending  upon  the  type  avail- 
able at  a particular  moment.  However, 
in  a large  institution  where  the  number 
of  patients  makes  it  possible  to  maintain 
several  species  of  parasites  at  one  time, 
the  type  of  malaria  can  usually  be  se- 
lected judiciously  according  to  the  needs 
of  the  recipient.  All  three  species  of  ma- 
laria parasites  indigenous  to  this  country 
have  been  successfully  used  for  malarial 
therapy. 

Plasmodium  falciparum  ( sub  tertian, 
estivo-autumnal,  malignant  tertian  ma- 
laria) is  the  most  difficult  to  control  and 
has  not  found  wide  use  as  a therapeutic 
agent. 

Plasmodium  vivax  (tertian  malaria, 
benign  tertian)  is  widely  used,  especially 
in  white  patients.  The  advantage  of  this 
species  is  that  it  runs  a relatively  rapid 
course  with  paroxysms  every  other  day 
(tertian),  frequently  every  day  (quoti- 
dian), thus  lessening  hospital  expenses. 
Unfortunately  it  also  has  several  disad- 
vantages. In  the  malarious  part  of  the 
country  many  paretics  will  exhibit  an  im- 
munity to  P.  vivax,  having  been  infected 
with  it  previously.  In  Negroes  tertian 
malaria  does  not  develop  with  any  degree 
of  success.  Tertian  malaria  also  has  a 
tendency  toward  self-termination  before 
the  desired  number  of  paroxysms  has 
been  experienced,  and  often,  because  of 
the  frequency  of  the  paroxysms,  rapid 
debilitation  of  the  patient  occurs  and 
the  infection  must  be  aborted  (see 
addendum). 

The  third  species,  Plasmodium  ma- 
lariae  (quartan  malaria)  is  preferred  for 
therapy  by  many  clinicians.  This  type 
has  several  advantages : 

1.  Few  white  patients  show  an  ac- 
quired immunity  and  Negroes  are  usually 
susceptible. 

2.  The  paroxysms  occur  every  third 
day,  allowing  the  patient  the  most  time 
between  paroxysms.  Consequently  de- 
bilitation does  not  occur  as  rapidly  as 
with  the  other  types. 
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3.  The  natural  course  of  the  infect® 
is  sufficiently  long  to  give  a large  nil 
ber  of  paroxysms.  The  sole  disadvja-j 
tage  is  the  length  of  time  required. 

Quartan  malaria  apparently  is  the  la 
laria  of  choice  when  time  is  not  a je- 
dding factor. 

1 it 

SELECTION  OF  DONORS 

When  several  donors  are  available,  tat 
one  ordinarily  is  selected  whose  attais 
have  been  most  regular,  who  hasia 
single-brood  infection,  and  who  has  ae 
same  type  of  blood  as  the  recipiit 
Blood  typing  is  not  generally  advocaid 

DRAWING  AND  PRESERVING  THE  BLOOE 

Malarial  blood  to  be  kept  before  si 
must  be  treated  to  prevent  clotting.  It 
may  be  drawn  by  any  of  the  commdy 
used  methods.  At  this  laboratory  a 
large  syringe  with  a by-pass  valve  >e 
tween  the  syringe  and  the  needle  is  usd 
The  syringe  is  filled  with  blood,  the  v:\ 
is  turned  and  the  drawn  blood  foied 
through  a tube  connected  with  the  by-]  ss 
valve  into  a receiving  flask. 

The  blood  in  the  receiving  flask  ma;be 
treated  in  one  of  two  ways.  Eithe  it 
can  be  defibrinated  by  shaking  with  gas- 
beads  for  10  minutes,  or  an  antic  ig 
ulant  can  be  used.  Both  methods  1 v* 
been  employed  here.  We  find  a s:  is 
factory  anticoagulant  to  be  2.5  per  im 
sodium  citrate  in  the  proportion  of  7<cc 
of  the  citrate  solution  to  500  cc.  of  bl|d 

Following  the  drawing  of  the  blooiii 
is  immediately  put  up  in  small  sew 
vials,  usually  containing  5 cc.,  for  sto  g 
or  shipping.  An  extra  protective  rule' 
cap  is  put  over  the  ordinary  cap  of  ;L 
serum  bottle.  These  vials  are  then  st  *e< 
in  a refrigerator  at  about  40°  F.  nti 
needed.  With  this  method  blood  wiljjre 
main  infective  up  to  a maximum  peCoc 
of  14  days,  especially  if  the  parasitesW 
numerous. 

SHIPPING  THE  BLOOD 

Infective  blood  has  been  shipped  uc 
cessfully  from  this  station  to  some  o:  tin 
most  distant  points  in  the  United  St:es 
Two  methods  proved  satisfactory: 
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1.  The  vials  of  blood  are  packed  in 
lbber  finger  cots,  wrapped  in  gauze,  and 
len  packed  securely  in  crushed  ice  in  a 
ide  mouth  vacuum  bottle.  The  bottle 
then  placed  in  a specially  made  shock- 

isorbing  cardboard  container.  The  main 
ijection  to  this  method  has  been  the 
reakage  of  some  of  the  containers  de- 
fite  all  possible  care  in  packing. 

2.  A less  expensive  method  and  one 
iat  appears  to  be  quite  satisfactory 
lakes  use  of  the  Army  Medical  School 
ater-shipping  containers.  These  consist 
i an  inside  water-tight,  metal,  screw-top 
ibe  2 inches  in  diameter  and  8 inches 
mg  and  an  outside  cardboard  screw-top 
lading  tube.  The  vials  are  wrapped  as 
bove  and  packed  tightly  in  crushed  ice 
i the  inside  metal  container.  Successful 
npments  have  been  made  from  Colum- 
ia,  South  Carolina,  to  points  as  far  dis- 
int  as  Seattle,  Washington ; Miami, 
lorida ; and  Bangor,  Maine. 

INOCULATION  OF  PATIENT 

Various  methods  of  injecting  the  blood 
ito  patients  have  been  advocated  by  dif- 
irent  workers.  These  include  scarifica- 
on,  and  injection  by  intramuscular,  sub- 
utaneous,  and  intravenous  routes.  The 
itravenous  method  is  routinely  practiced 
t this  hospital.  Reaction  is  rare  and 
'hen  it  occurs  is  usually  manifested  by  a 
light  elevation  of  temperature. 

When  the  donor  and  recipient  are  in 
ie  same  ward,  fresh  whole  blood  is  used, 
he  patients  are  placed  side  by  side,  a 
eedle  is  inserted  into  a vein  of  the 
onor,  5 to  10  cc.  of  blood  (depending  upon 
ie  number  of  parasites  present  in  the 
lood  of  the  donor)  are  drawn,  the  nee- 
les  are  changed,  and  the  blood  is  quickly 
ijected  into  the  recipient  before  it  has 
me  to  clot.  This  method  has  been 
)und  to  be  very  successful. 

In  using  citrated  or  defibrinated  blood 
>r  injection,  the  vial  is  warmed  to  body 
mperature,  shaken  thoroughly,  the  cap 
erilized  with  iodine  and  alcohol,  the 
iedle  plunged  through  the  cap,  the  blood 
’awn  into  the  syringe  and  injected  into 
ie  vein  of  the  patient.  Usually  10  cc. 

I blood  is  used. 
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When  a culture  of  sporozoites  is  used 
for  this  purpose,  the  materials  are  handled 
exactly  as  in  the  case  of  citrated  blood, 
and  injection  is  made  intravenously. 

PREPATENT  AND  INCUBATION  PERIODS 

The  prepatent  period  is  the  interval  be- 
tween the  inoculation  of  the  patient  with 
malaria  parasites  and  the  first  appear- 
ance of  the  parasites  in  the  blood  stream ; 
the  incubation  period  is  the  period  from 
the  inoculation  to  the  first  clinical  symp- 
toms of  the  disease.  In  malaria  induced 
by  blood  inoculation  these  are  seldom 
identical  as  careful  observation  of  the 
blood  smears  often  will  reveal  parasites  1 
to  several  days  in  advance  of  the  symp- 
toms. This  difference  in  time  will  be 
greater  in  direct  proportion  to  the  immu- 
nity that  the  patient  exhibits  to  the  in- 
fection. The  existence  of  a difference  be- 
tween these  two  periods  is  helpful  to  the 
physician  as  he  is  warned  by  the  appear- 
ance of  the  parasites  of  the  approaching 
clinical  attack. 

Both  the  prepatent  and  incubation  pe- 
riods will  vary  according  to  the  number 
of  parasites  inoculated,  the  species  of  ma- 
laria, and  the  resistance  of  the  patient  to 
the  disease.  It  is  possible,  however,  to 
assign  approximate  values  for  these 
periods. 

Assuming  the  presence  of  a moderate 
number  of  parasites  in  freshly  drawn 
blood,  the  incubation  period  will  normally 
require  about  1 week  in  tertian  malaria, 
usually  under  1 week  in  estivo-autumnal, 
and  from  10  to  30  or  more  days  in  quar- 
tan malaria.  The  longer  the  blood  is 
stored,  in  the  refrigerator  or  because  of 
shipping,  the  longer  will  be  the  incubation 
period.  It  is  not  unusual  for  shipped 
blood  to  require  as  long  as  1 month  to 
produce  symptoms ; the  incubation  pe- 
riods average  3 weeks. 

Unless  it  is  desired  to  introduce  more 
than  one  brood  of  parasites  into  the  pa- 
tient, thus  causing  the  irregular 
appearance  of  paroxysms,  additional 
inoculations  should  not  be  made  during 
the  incubation  period.  However,  should 
it  be  desirable  to  have  paroxysms  occur- 
ring more  rapidly  than  would  be  expected 
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from  one  brood  of  parasites,  additional 
inoculations  may  be  made. 

NUMBER  OF  PAROXYSMS 

The  number  of  paroxysms  necessary  for 
optimum  results  is  still  not  a matter  of 
unanimous  opinion  among  clinicians. 
Numbers  varying  from  8 to  20  or  more 
have  been  advocated.  Many  workers  be- 
lieve that  from  15  to  20  paroxysms  give 
the  best  results.  At  this  hospital  we  usu- 
ally allow  up  to  20  paroxysms  if  we  think 
the  patient  can  withstand  this  amount  of 
treatment.  As  many  as  25  or  30  parox- 
ysms are  allowed  for  Negroes. 

Occasionally  a full  course  of  paroxysms 
cannot  be  borne  by  the  patient  at  one 
time.  In  such  instances  the  infection  is 
temporarily  aborted  by  one  dose  of  10 
grains  of  quinine,  or  permanently  ter- 
minated by  the  full  quinine  treatment  as 
described  in  a later  paragraph.  The  ad- 
ministration of  10  grains  of  quinine  will 
usually  result  in  an  afebrile  period  of  7 
to  10  days.  The  rest  period  allows  time 
for  the  physical  condition  of  the  patient 
to  improve.  The  patient  then  may  be  al- 
lowed to  have  further  attacks,  either  by 
relapse  in  the  event  of  temporary  termi- 
nation or  by  reinoculation  if  the  termina- 
tion was  permanent.  In  the  latter  event, 
a different  species  is  used. 

Often  the  malaria  infection,  especially 
the  tertian,  will  terminate  itself  before 
the  desired  number  of  paroxysms  has 
been  experienced.  In  such  cases  the  pa- 
tient can  be  reinoculated  with  a different 
species  of  parasite  to  complete  the  course. 
In  our  experience,  quartan  malaria  is  the 
most  constant  in  giving  a satisfactory 
number  of  paroxysms  before  the  infec- 
tion is  self-terminated.  In  white  patients, 
when  the  tertian  infection  terminates  it- 
self, reinoculations  can  be  made  with 
quartan.  However,  in  the  few  cases 
found  where  the  quartan  will  not  give 
enough  paroxysms  in  Negroes,  estivo- 
autumnal  must  be  used  to  finish  out  the 
series,  as  tertian  will  seldom  produce  a 
satisfactory  infection  in  this  race. 
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care  of  malarious  patient 


i !PS 


Once  a patient  has  been  inoculated  will  1 
malaria  he  should  receive  the  best  f 
attention  and  should  be  kept  in  a wajl  1 


where  nurses  and  doctors  have  spec  ! 
knowledge  in  the  handling  of  such  j- 
tients. 


The  patient  should  be  exposed  neitb 


r 


r 


to  the  hot  sunshine  nor  to  sudden  changfc 
in  temperature  even  though  he  has  a f e - 
ing  of  well-being  on  the  afebrile  days,  i 
mental  hospitals  where  some  patients  il 
with  the  work  in  the  ward,  the  malario  s 1 
patient  should  not  be  allowed  to  wo'i 
on  the  paroxysmal  days  and  should  exit 
himself  very  little  on  other  days, 
patient  under  malarial  therapy  may  : 
main  ambulant  until  the  fever  starts  It 
then  should  go  to  bed. 

While  undergoing  paroxysms  the  ] - 
tient  should  be  treated  symptomatical’. 
During  the  chill  extra  covers  should  e 
provided.  During  the  febrile  peril 
temperature-reducing  measures,  such  s 
sponging  and  drinking  plenty  of  c<l 
water,  should  be  employed,  especial 
when  the  fever  is  in  the  region  of  104- 
106°  F. 

In  order  to  replace  some  of  the  sas 
which  are  lost  during  the  sweating 
riods,  it  has  been  our  practice  to  adm- 
ister  10  grains  of  sodium  chloride  on  te 
days  on  which  the  paroxysms  are  k- 
pected.  Sodium  chloride  is  also  given  ay 
day  when  the  temperature  goes  to  1( 

F.  or  over.  Salt  seems  to  aid  definitely  ! 
resisting  the  debilitating  effects  of  e 
attacks.2 

The  patient  should  be  put  on  a hit) 
vitamin  and  high  caloric  diet.  Flus 
should  be  given  in  generous  amours. 
Apparently  the  sodium  chloride  aids  a 
this  direction  as  it  makes  the  patkt 
thirsty  and  more  cooperative  in  the  tak  g 
of  fluids. 

During  hospitalization  the  temperate 
pulse,  and  respiration  should  be  checll 


routinely  every  4 hours  and  hourly  d'- 

— 


2 This  procedure  was  suggested  by  Dr.  It- 
man  S.  Judd  of  the  Western  State  Hospd 
at  Fort  Steilacoom,  Wash. 


Venereal  Disease  Information,  August  Ifl 


ig  paroxysms.  The  time  and  duration 
f the  chills  should  be  noted.  At  regu- 
ir  intervals  the  erythrocytes,  white 
lood  cells,  and  malaria  parasites  in  the 
;lood  should  be  counted,  and  urinalysis 
'arefully  performed.  The  spleen  should 
'e  periodically  examined  and  the  weight 
f the  patient  checked  from  time  to  time. 
1 The  principal  indications  for  termina- 
’ on  of  the  infection  are  sudden  over- 
whelming infection  with  parasites,  severe 
nemia,  unremitting  pyrexia,  rapidly  en- 
itrged  and  tender  spleen,  extreme  ex- 
austion,  cardiac  disturbances,  cyanosis, 

"iema,  convulsions,  renal  disturbances, 
el 

„,iarked  increase  in  blood  urea,  develop- 

4 

ient  of  another  infectious  disease,  severe 

K 

lundice,  and  rapid  debilitation  involving 
iss  of  weight. 

p TE11MINATI0N  OF  INFECTIONS 

*f  Both  atebrin  and  quinine  have  been 
*sed  with  success  in  the  treatment  of 
Educed  malaria.  In  our  cases  the  in- 
action is  terminated  routinely  with  qui- 
nine. The  patient  is  given  10  grains  of 
^uinine  three  times  a day  for  4 days  fol- 
^iwed  by  10  grains  a day  for  8 weeks. 

ollowing  or  during  the  administration 
®u  quinine,  antisyphilitic  medication  may 
1*3  instituted. 

^ Occasionally  certain  of  the  antisyph- 
^ i tic  drugs  such  as  mapharsen  have  been 
^ported  to  be  effective  against  thera- 
peutic malaria,  which  would  permit 
Shortening  the  postmalarial  treatment. 
'•Te  have  found,  however,  that  mapharsen 
ill  not  eradicate  the  parasites  of  the 
rains  of  quartan  or  tertian  malaria 
%ed  here  (Young  and  McLendon,  1939). 
1*  rue,  the  symptoms  sometimes  were  al- 

* viated  but,  in  the  cases  observed,  the 
S'  irasites  remained  in  the  blood  stream 
1 id  the  infections  were  transmitted  by 
it  ibinoculation. 

In  case  of  self-termination  of  the  in- 
i'- ction  there  are  indications  that  the  in- 
i'ction  remains  latent  and  that  unless 

• itimalarial  drugs  are  used,  relapses  may 

»cur.  Malaria  has  been  known  to  remain 
tent  for  many  years. 
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REINOCULATION  S 

Sometimes  it  is  thought  desirable  to  re- 
inoculate  a patient  because  of  the  failure 
of  the  first  infection  to  cause  enough 
paroxysms.  In  these  cases  usually  a dif- 
ferent species  of  malaria  parasite  is  indi- 
cated for  the  second  inoculation  as  the 
first  infection  will  often  result  in  high 
immunity  to  the  particular  strain  used. 

SPECIAL  MALARIA  WARDS 

Patients  undergoing  malarial  therapy 
should  be  kept  isolated  in  a malaria  ward 
with  a special  nurse  and  attendant. 
Where  this  is  not  possible  they  should  at 
least  be  kept  in  a screened  room. 

The  malaria  ward  should  be  well 
screened  with  metal  mosquito-netting 
wire  having  at  least  16  meshes  to  the 
inch.  The  screens  should  be  inspected  pe- 
riodically and  repaired  if  they  are  not 
insect  proof.  Naturally,  the  doors  to  the 
wards  must  be  protected  by  screens.  The 
premises  for  a distance  of  one-half  mile 
should  be  given  sanitary  policing  to  pre- 
vent the  propagation  of  anopheline 
mosquitoes. 

Sometimes  it  is  said  that  certain  strains 
of  malaria  used  for  therapy  do  not  exhibit 
gametocytes  and,  therefore,  cannot  be 
transmitted  by  the  mosquito.  We  have 
had  the  opportunity  to  examine  some  of 
the  strains  of  malaria  claimed  to  be  free 
of  gametocytes  and  found  that  they  have 
not  differed  in  the  ability  to  produce 
gametocytes  from  any  other  strain  and 
were  potentially  just  as  dangerous.  It 
has  been  advocated  on  the  theory  of 
gametocyte-free  strains  that  patients  be 
allowed  to  return  home  while  undergoing 
malarial  therapy.  Of  course,  this  should 
not  be  tolerated  any  more  than  should  the 
distribution  of  any  other  cases  of  infec- 
tious disease  among  the  population.  The 
fact  cannot  be  stressed  too  much  that  all 
patients  with  therapeutic  malaria  MUST 
BE  KEPT  IN  SCREENED  WARDS. 
This  is  emphasized  because  of  reports 
from  Europe  of  outbreaks  of  malaria  be- 
cause anopheline  mosquitoes  easily  got  to 
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patients  undergoing  malarial  therapy. 
By  using  reasonable  care  such  occur- 
rences can  be  prevented. 

contraindication  s 

There  are  certain  conditions  which 
most  clinicians  accept  as  contraindica- 
tions to  treatment  with  induced  malaria. 
These  are  (a)  the  presence  of  any  chronic 
infectious  disease,  (b)  cardiovascular  or 
renal  disease,  (c)  severe  emaciation,  (d) 
“galloping  paresis,”  (e)  severe  anemia, 
(f)  liver  dysfunction,  (g)  senility,  and 
(h)  extreme  obesity. 

In  general  it  is  recognized  that  the  pa- 
tient who  has  the  best  chance  of  realizing 
improvement  from  malarial  therapy  is 
one  who  is  young  and  strong  and  who  has 
early  neurosyphilis.  For  the  old,  the 
weak,  and  those  with  long-standing  neuro- 
syphilis, malaria  might  be  employed  with 
the  hope  of  doing  some  good,  but  with  the 
knowledge  that  the  prognosis  is  not  favor- 
able. Even  in  such  cases,  however,  ma- 
larial therapy,  especially  quartan,  has 
sometimes  rehabilitated  those  who  seemed 
beyond  hope. 
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ADDENDUM 


Recently  a method  of  converting  P. 
vivax  quotidian  paroxysms  to  term! 
periodicity  has  been  employed  succts 
fully  at  this  and  other  hospitals.  ie 
intramuscular  injections  of  0.1  or  0.2  n 
thiobismol  (sodium  bismuth  thiogljil 
late)  24  hours  before  a paroxysm  is  £ 
pected  usually  prevents  the  occurred 
of  it  and  of  subsequent  paroxysms  car'fd 
by  that  brood  of  parasites.  The  oiei 
brood  of  parasites  producing  paroxyas 
at  multiples  of  48  hours  from  the  tie 
of  injection  of  the  drug  is  not  affecd. 


The  converting  of  quotidian  paroxyas 


to  tertian  is  of  much  value  as  in  sue 
cases  the  patients  cannot  withstand  dly 
attacks  but  can  tolerate  paroxysms  evy 
other  day. 
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"he  Indications  for  Therapeutic  Malaria  in  the  Various 
Forms  of  Neurosyphilis 

JOSEF  GERSTMANN,  M.  D.*  1 


New  York, 

OLLOWING  THE  introduction  of  inocu- 
' tion  malaria  into  the  treatment  of  gen- 
•al  paresis,  attempts  have  been  made  to 
ctend  this  method  of  treatment  to  other 
»rms  of  neurosyphilis  and  to  formulate 
he  scope  of  indications  for  its  use.  On 
!ie  basis  of  my  own  experience  as  well 
!>  numerous  reports  in  the  literature,  it 
| in  be  said  that  there  is  still  considerable 
uncertainty  on  the  subject.  Not  infre- 
rently  cases  of  various  types  of  neuro- 
chilis  are  rather  indiscriminately  sub- 
jcted  to  malarial  treatment.  It  seems 
orthwhile,  therefore,  to  discuss  in  some 
‘tail  and  in  the  light  of  the  clinical  expe- 
,ences  of  the  last  two  decades  the  indi- 
itions  for  malarial  treatment  in  the 
irious  forms  of  neurosyphilis. 

For  this  purpose  it  seems  proper  to 
assify  neurosyphilis  in  two  main 
'oups:  (1)  Interstitial  or  meningovas- 
ilar  neurosyphilis,  and  (2)  parenchym- 
i ; ous,  so-called  para-  or  metaluetie,  neu- 
- 'Syphilis.  The  first  group,  that  of  inter- 
ijitial  neurosyphilis,  includes  the  fol- 
. wing  types : Syphilitic  meningitis  ( with 
: without  cerebrospinal  involvement), 

philitic  endarteritis,  and  gumma  of 
i ain  and  spinal  cord.  In  these  types, 
e pathologic  process  originates  in  the 
issodermal  tissue,  namely  the  meninges 
id  the  vessel  walls,  while  the  nervous 
, ectodermal  tissue  becomes  involved 
ly  secondarily.  This  group,  therefore, 
also  spoken  of  as  a mesodermal  neuro- 
philis.  The  second  group,  that  of  par- 
chymatous  neurosyphilis,  includes  gen- 
al  paresis,  tabes  dorsalis,  and  primary 
enuine)  optic  atrophy.  In  the  types  of 
e latter  group  two  pathologic  processes 
cur  which  apparently  are  independent 
each  other.  They  are  a degenerative 
ocess  in  the  functioning  nervous  tissue 

nereal  Disease  Information,  August  19il 
406072 — 41 2 


New  York 

(ganglion  cells  and  nerve  fibers)  and  an 
infiltrative-inflammatory  process  in  the 
interstitial  tissue,  namely,  the  meninges 
and  vessel  walls.  Because  the  destruc- 
tive process  appears  to  affect  the  neural 
structures  primarily,  this  type  is  also 
referred  to  as  ectodermal  neurosyphilis. 
Although  this  division  is  an  artificial  one 
and  although  transition  forms  between 
these  two  main  groups  no  doubt  occur, 
there  are  enough  characteristic  differ- 
ences to  warrant  such  a classification. 
These  differences,  which  cannot  be  dis- 
cussed in  this  limited  space,  involve  con- 
siderations of  various  aspects,  such  as 
pathologic-anatomic,  parasitologic,  bio- 
logic, serologic,  and  symptomatologic 
findings  as  well  as  the  interval  between 
the  syphilitic  infection  and  the  onset 
of  neurosyphilis,  and,  last  but  not  least, 
therapeutic  response. 

In  regard  to  the  latter,  experience  has 
shown  that  the  manifestations  of  the  mes- 
odermal form  of  neurosyphilis  are  in- 
fluenced favorably  (depending,  of  course, 
upon  the  stage  of  the  disease)  by  the 
usual  antisyphilitic  drugs.  However, 
those  of  ectodermal  neurosyphilis,  espe- 
cially of  general  paresis  and  of  primary 
optic  atrophy,  have  proved  definitely  re- 
sistant to  specific  treatment  alone.  For 
this  reason  investigators  have  been  search- 
ing for  other  methods  of  treatment  with 
which  better  results  in  parenchymatous 
neurosyphilis,  especially  in  general  pa- 
resis, might  be  attained.  Thus,  by  means 
of  experiments  inaugurated  by  Wagner- 


Prom  St.  Elizabeths  Hospital,  Washington, 
D.  C. 

1 Formerly  e.  o.  Professor  of  Neurology  and 
Psychiatry,  University  of  Vienna,  and  Director 
of  the  Institute  for  Nervous  Diseases  “Maria- 
Tberesien-Scblossel”  in  Vienna. 
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Jauregg  nearly  half  a century  ago  and 
continued  over  many  years  by  him  and  his 
associates  as  well  as  other  workers,  the 
so-called  nonspecific  methods  of  fever  and 
infection  therapy  have  been  devised,  the 
most  effective  of  which  is  therapeutic  in- 
oculation malaria  in  its  present  form. 

Both  historically  and  according  to  their 
comparative  therapeutic  value,  the  non- 
specific methods  of  treatment  can  be  clas- 
sified into  the  following  groups:  (1)  Non- 
bacterial  products,  such  as  sodium  nu- 
cleinate,  peptone,  casein,  milk,  phlogetan 
(an  albuminoid),  sulfur  preparations. 
(2)  Avirulent  bacterial  products,  such  as 
old  tuberculin,  polyvalent  typhoid  vac- 
cine, saprovitan  (mixed  saprophytes), 
pyrifer  (B.  coli  derivative).  (3)  Induc- 
tion of  certain  infectious  diseases  through 
inoculation  with  living  organisms,  such  as 
malaria,  relapsing  fever,  rat-bite  fever. 
(4)  Induction  of  fever  without  recourse  to 
either  foreign  protein  or  infection,  that  is, 
by  means  of  various  physical  procedures, 
such  as  the  hot  bath,  the  hot  cabinet,  dia- 
thermy, radiothermy,  and  the  like.  As  I 
have  stated  in  previous  publications, 
many  years’  experience  has  shown  us  that 
the  virulent  infectious  disease,  especially 
benign  tertian  malaria,  ranks  first  in  ther- 
apeutic efficiency.  The  avirulent  bacterial 
derivatives,  preferably  polyvalent  typhoid 
vaccine,  are  second  and  the  nonbacterial 
products,  third.  As  to  the  efficacy  of  phys- 
ical pyretotherapy,  which  has  come  into 
use  in  relatively  recent  years,2  this  method, 
in  my  experience,  is  at  best  apt  to  occupy 
a place  between  the  second  (e.  g.  typhoid 
vaccine  injection)  and  the  first  (induction 
of  malaria)  grade  of  the  scale.  It  does 


3 Some  authors  appear  to  believe  that  the 
height  and  duration  of  fever  induced  with  ther- 
apeutic malaria  cannot  be  as  accurately  con- 
trolled as  the  hyperpyrexia  induced  by  use  of 
mechanical  methods.  This  is  not  in  accordance 
with  our  experience.  While  physical  pyreto- 
therapy seems  not  to  be  entirely  without  dan- 
ger, the  modern  technic  of  malarial  therapy 
provides  a series  of  precautionary  measures  and 
of  important  advances  in  the  management  of 
the  induced  infection  which,  if  practiced  ex- 
pediently, are,  in  my  opinion,  apt  to  render 
inoculation  malaria  (benign  tertian  or  quartan) 
a safe  procedure. 
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not,  however,  attain  the  efficiency  of  thr-i,;f 
apeutic  tertian  malaria  in  regard  to  fi  1 1,  ^ 
curative  results. 

From  this  short  rdsumd3  it  is  evid  ly 
that  malarial  therapy  of  neurosyphi 
finds  its  foremost  indication  in  cases 
longing  to  the  ectodermal  group,  and  es:;-^ 
daily  in  general  paresis,  which  liy 
proved  most  resistant  to  purely  specy  j 
therapy  and  insufficiently  amenable  o, 
nonspecific  avirulent  procedures.  Hi, 
malarial  therapy  is  the  method  of  choA,,. 
It  has  stood  the  test  of  time  and  exp<i 
ence  as  a potent  means  of  producing  u r 
the  one  hand  clinical  recovery  to  the  b st, 
possible  extent  in  any  individual  cm, 
and,  on  the  other  hand,  of  effecting 
struction  of  the  spirochetes  in  the  br:o  „ 
arrest  of  the  histopathologic  procss 
(with  regression  of  the  inflammat’y  ■ 
changes)  and  return  of  the  cerebrospial  , 
fluid  to  normal.  The  degree  of  the  ir  , 
mer  and  its  ratio  to  the  standard  of  le 
latter  are  dependent  on  the  amount  af 
anatomic  survival  of  the  functionig 
brain  structures4  following  treatmat- 
and,  consequently,  on  the  varying  meral 
levels  at  which  the  progress  of  the  e- .. 
generative  cerebral  disease  is  arresid 
Hence,  malarial  therapy,  in  connect  m,, 
with  follow-up  specific  treatment  v:l 
neoarsphenamine  or  tryparsamide  and  it 
like,  should  be  instituted  in  general  p;e 
sis  under  given  conditions  as  early  in  if 
disease  as  possible.  In  this  regard,  tire 
is  a general  if  not  universal  concenas 
of  opinion  at  the  present  time. 

In  tabes  dorsalis,  the  type  of  pain 
chymatous  neurosyphilis  which  rain 

3 A detailed  review  of  the  history  of  f|e 
and  infection  therapy  can  be  found  in  the  :s 
chapter  of  my  book  “Die  Malariabehand  nr 
der  progressiven  Paralyse.”  Second  Ediitu, 

J.  Springer,  Vienna,  1928. 

* If  within  the  central  nervous  system  he 
functioning  neural  structures  are  affectei  to 
the  point  of  actual  degeneration  of  their  le- 
ments,  regeneration  does  not  occur.  But  nve. 
cells  which  are  only  in  a toxic  or  even  edua- 
tous  condition,  may  possibly  recuperate.  Tire- 
fore,  the  cases  of  general  paresis  in  w ch 
complete  recovery  can  be  achieved  are  t:»sei 
which  are  subjected  to  malarial  therapy  be  ire- 
irreparable  damage  has  been  done  to  the  b in- 
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closest  to  general  paresis,  the  situation 
is  decidedly  different  in  regard  to  the 
indication  of  malarial  therapy.  In  this 
condition  malaria  can  by  no  means  be 
called  the  method  of  choice.  With  the 
usual  specific  treatment  employed  either 
alone  and  by  any  route,  or  in  combination 
with  the  milder  nonspecific  methods  like 
old  tuberculin,  polyvalent  typhoid  vac- 
cine, or  other  pyretogenic  substances,  the 
progress  of  tabes,  especially  if  it  is  in  an 
early  stage,  can  frequently  be  arrested 
and  negative  findings  in  blood  and  cere- 
brospinal fluid  can  be  obtained.  Such  an 
‘arrest  of  the  process  is,  practically  speak- 
ng,  the  only  obtainable  aim  of  therapy 
c.n  any  case  of  tabes  and  occasionally 
lnay  occur  spontaneously.  Tabes  does 
!aot  generally  show  the  same  resistance  to 
“specific  methods  alone  as  does  general 
“•paresis.  Furthermore,  tabes  as  a disease 
“process  does  not  as  a rule  show  the  same 
“and  of  progression  as  is  common  for  gen- 
eral paresis.  Since  the  course  of  tabes 
11  s usually  more  or  less  protracted,  the 
!tnilder  and  by  no  means  ineffective  meas- 
“ ires  can  be  tried  first.  Only  if  the  thera- 
leutic  result  is  unsatisfactory  in  that  the 
“finical  manifestations  progress  in  spite 
hf  treatment  or  that  the  fluid  findings 
'“how  no  tendency  to  reverse,  is  there  a 
definite  indication  for  malarial  therapy  in 
3 abes.  Therapeutic  malaria  can  be  ex- 
pected to  produce  the  result  which  has 
''“'lot  been  obtained  with  less  drastic  meth- 
ods. Of  course,  there  are  some  cases  of 
apidly  progressive  tabes  with  marked 
Cerebrospinal  fluid  changes  in  which  ma- 
:1Iirial  therapy  should  be  given  at  once. 
The  indications  in  the  treatment  of 

‘.rimary  (genuine)  optic  atrophy  are 

10  11  m 

jjljtill  different.  In  this  condition,  as  in 
ditlibes,  the  only  attainable  aim  of  treat- 
lent  is  the  arrest  of  the  pathologic  proc- 
ess. Naturally,  treatment  must  be  insti- 
j,  ited  at  an  early  phase  of  the  disease, 
t*  benefit  is  to  accrue.  Primary  optic 
atrophy,  however,  is  particularly  refrac- 

i'll 

\.>ry  to  specific  methods  of  treatment  in 
, ay  amount  and  for  any  length  of  time, 
pen  if  they  are  combined  with  nonspe- 
cific fever-producing  agents,  such  as  avir- 
lent  bacterial,  nonbacterial,  or  physical 
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pyretotherapy.  Malarial  treatment  does 
succeed  in  arresting  the  pathologic  proc- 
ess and  in  saving  useful  vision  in  a sig- 
nificant percentage  of  cases  unless  the 
optic  nerve  degeneration  is  too  far  ad- 
vanced. It  should  be  borne  in  mind, 
however,  that  the  treatment  has  to  be 
carried  through  in  modified  form  ° in 
order  to  prevent  a too  violent  focal  reac- 
tion. All  too  frequently  in  primary  optic 
atrophy  even  malarial  therapy  fails  to  be 
effective.  Nevertheless,  it  has  been  our 
experience  that  of  all  methods  available 
(including  subdural  injections  of  arsphen- 
aminized  serum,  mercurialized  serum, 
and  the  like)  the  best  results  are  to  be 
obtained  with  inoculation  malaria.  This 
method,  therefore,  should  take  first  place 
in  therapeutic  considerations  of  this 
disease. 

In  interstitial  or  meningovascular  neu- 
rosyphilis in  contrast  to  parenchymatous 
neurosyphilis,  malarial  therapy  is  not  the 
method  of  choice  but  should  be  used  only 
if  other  methods  fail.  In  the  vast  major- 
ity of  manifestations  of  meningovascular 
neurosyphilis  the  usual  specific  methods 
of  treatment  are  sufficient.  This  is  true 
whether  the  older  technics  are  employed 
or  whether  more  modern  procedures  are 
resorted  to.  In  any  case,  the  success  will, 
to  a large  extent,  be  dependent  upon  the 
stage  of  the  disease  and  upon  the  length 
of  time  that  has  elapsed  since  the  pri- 
mary infection.  In  dealing  with  late 
cases  of  interstitial  neurosyphilis,  espe- 
cially those  with  positive  serologic  reac- 
tions in  blood  and  spinal  fluid,  it  is  advis- 
able to  combine  specific  treatment  with 
nonspecific  methods  either  of  the  nonbac- 
terial or  the  avirulent  bacterial  type,  for 
example,  polyvalent  typhoid  vaccine.  If 
the  procedure  is  adequate,  good  results 
can  be  expected  in  the  majority  of  cases. 


s This  is  achieved  by  administration  of  an 
empirically  established  small  dose  of  quinine 
(not  more  than  0.05  gm.  per  day)  started  the 
latter  part  of  the  incubation  of  induced  malaria 
and  continued  during  the  intervals  between  the 
attacks  of  fever,  the  drug  being  given  just 
before  the  temperature  in  a febrile  bout  is 
approaching  normal.  The  aim  is  to  prevent 
fever  in  a paroxysm  from  exceeding  104°  to 
105°  F. 
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If,  however,  as  happens  not  infrequently 
with  late  forms,  certain  cases  of  mesoder- 
mal neurosyphilis  prove  refractory  to  this 
scheme  of  treatment,  therapeutic  malaria 
is  indicated,  if  the  condition  of  the  patient 
permits  its  use. 

There  is  one  exception  to  this  rule.  In 
the  vascular  form  of  neurosyphilis,  espe- 
cially in  syphilitic  endarteritis  of  the 
brain,  malarial  therapy  as  a rule  should 
not  be  employed.  It  has  been  demon- 
strated that  there  is  a difference  between 
the  effect  of  inoculation  malaria  on  syph- 
ilitic localizations  in  the  meninges  and 
nervous  structures  and  its  effect  on  vascu- 
lar localizations.  In  contrast  to  the  defi- 
nitely favorable  influence  of  malaria  on 
parenchymatous  and  meningeal  neuro- 
syphilis, the  effect  of  malaria  on  vascular 
syphilis  in  general  and  on  vascular  syphi- 
lis of  the  nervous  system  in  particular  is 
less  pronounced. 

Finally,  the  treatment  of  so-called 
asymptomatic  neurosyphilis,  in  other 
words,  late  latent  syphilis  with  positive 
cerebrospinal  fluid  and  negative  clinical 
findings,  will  be  discussed.  Patients  of 
this  type,  who  are  free  from  subjective 
and  objective  manifestations  of  nervous 
system  syphilis,  are  of  special  interest  be- 
cause their  abnormal  spinal  fluid  is  fre- 
quently extremely  resistant  to  specific 
methods  of  treatment  alone.  This  form 
ranks  somewhat  differently  among  the 
various  types  of  neurosyphilis,  in  so  far 
as  it  cannot  be  decided  whether  the  ab- 
normal findings  in  the  spinal  fluid  indi- 
cate a primary  affection  of  the  meninges 
or  a pathologic  process  latently  present 
in  the  central  nervous  system  itself. 
There  are  theoretical  as  well  as  practical 
justifications  for  regarding  such  patients 
with  late  latent,  obstinately  spinal  fluid- 
positive syphilis  as  candidates  for  subse- 
quent parenchymatous  syphilis  of  the  cen- 
tral nervous  system,  especially  general 
paresis.  The  majority  of  syphilologists 
in  whose  domain,  strictly  speaking,  this 
form  belongs,  have  agreed  that  malarial 
therapy  is  the  method  of  choice,  since  the 
pathologic  spinal  fluid  in  cases  of  this 
group  is  often  very  refractory  to  the  most 
energetic  specific  treatment  but  responds 
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well  to  a combination  of  inoculation  m 
laria  and  follow-up  neoarsphenamine 
tryparsamide  as  well  as  heavy  metal  a< 
ministration.  This  view  is  shared  by  tl 
neuropsychiatrists.  There  is  also  amp  mi 
evidence  to  show  that  in  this  form  of  la 
latent  syphilis  the  use  of  malarial  theraj 
(with  supplementary  chemotherapy) 
apt  to  prevent  the  development  of  mac 
fest  neurosyphilis,  especially  parench 
matous  neurosyphilis. 

In  summarizing,  it  can  be  said  that  tl 
more  recent  the  primary  syphilitic  infe 
tion  is  and  the  less  the  nervous  tissue  ill 
self  has  been  involved,  the  more  effecti’ 
purely  specific  methods  will  be,  and  tb 
more  will  it  be  possible  to  bring  about  tl 
desired  result  with  such  methods  alon 
On  the  other  hand,  the  older  the  syphilit: 
infection  and  the  more  extensively  tl 
nervous  tissue  itself  is  affected,  the  mo ! 
will  it  be  necessary  to  combine  nonsp 
cifie  methods  with  specific  treatmer. 
These  nonspecific  methods  range  fro) 


.. 


■ i 


simple  fever-producing  agents  up  to  ar 


ficially  produced  infectious  disease,  nam 
iy  benign  tertian  inoculation  malaria. 


DIAGNOSIS 


Three  cases  of  acute  syphilitic  nephr 
sis  in  adults.  E.  White  Patton  ai 
Marvin  B.  Corlette.  Ann.  Int.  Me< 
Lancaster,  14:  1975-1980,  May  1941. 

Three  patients  with  acute  syphilis  ha 
been  seen  at  the  Vanderbilt  Univers: 
Hospital  during  the  past  2 years  who: 
course  justified  a diagnosis  of  acute  syp 
ilitic  nephrosis,  according  to  the  criter 
of  Hermann  and  Marr  (1935). 

Case  1 was  that  of  a 57-year-old  whil 
man  who  exhibited  a purulent  urethil 
discharge  and  generalized  macular  rai 
involving  the  palms  and  the  soles.  T‘ 
blood  Wassermann  and  Kahn  tests  we 
positive.  He  was  given  two  injections 
neoarsphenamine  of  0.6  gm.  with  a 3-d 
interval  between.  After  the  second  i 
jection  he  noted  oliguria  and  edema 
the  ankles.  Albumin  was  present  in  t 1 
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urine.  Under  a high  protein,  salt-poor 
diet,  restriction  of  fluids,  and  injections 
of  neoarsphenamine  the  albuminuria 
rapidly  disappeared.  The  blood  tests  have 
become  negative  in  the  following  2 years 
of  antisyphilitic  treatment. 

CaJse  2 was  that  of  a Negro  woman  aged 
22  who  was  admitted  to  the  hospital  com- 
plaining of  backache  and  edema  about 
the  eyes.  She  denied  any  manifestations 
of  early  syphilis,  and  her  blood  tests  had 
been-negative  4 months  previously.  They 
were  positive,  however,  on  admission. 
Dark-field  examination  of  fluid  from  an 
inguinal  lymph  node  and  from  the  healed 
scar  were  positive.  During  hospitaliza- 
tion antisyphilitic  treatment  was  insti- 
tuted; 20  months  after  its  institution, 
tthe  urine  contained  no  albumin  and  the 
iiblood  tests  had  become  negative. 

| Case  3 was  that  of  a Negro  woman,  aged 
«19,  who  had  discomfort  on  urination  at 
nthe  site  of  a nontender  swelling  of  the 
deft  laLium  majorum.  No  history  of  a 
t primary  syphilitic  lesion  could  be  ob- 
tained. There  was  slight  edema  of  the 
lower  extremities,  and  the  urine  contained 
albumin.  Blood  tests  were  strongly  pos- 
'itive  for  syphilis.  Marked  albuminuria 
persisted  and  she  was  given  2 transfu- 
sions, followed  by  an  uninterrupted  fever 
^treatment  with  a rectal  temperature  at 
11.5°  C.  for  15  hours.  Five  days  after  this 
treatment  Treponemata  pallida  were 
[ found  on  the  dark-field  examination  of 
Serum  from  the  vulval  lesion.  During  the 
1 weeks  after  the  hyperpyrexia  therapy 
irmd  before  arsenical  therapy  was  begun 
j;  he  albuminuria  entirely  disappeared. 
o*  The  authors  feel  that  it  was  extremely 
I unlikely  that  the  arsenic  caused  the 
iaephropathy  in  case  1 since  the  latter 
lisappeared  while  the  patient  was  receiv- 
jl  ng  additional  treatment  with  neoars- 
ii  thenamine.  The  rapidity  with  which  the 
, nephropathy  disappeared  following  the 
j emstitution  of  antisyphilitic  treatment 
if  vas  impressive.  However,  in  cases  2 and 
s there  was  no  treatment  factor  since  the 
j levelopment  of  the  nephropathy  ante- 
lated  the  institution  of  specific  therapy, 
loreover,  spontaneous  remission  of  symp- 
oms  and  signs  without  benefit  of  anti- 
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syphilitic  treatment  occurred  in  these 
cases. 

The  quantitative  serologic  test  for 
syphilis:  Its  variability,  usefulness 

in  routine  diagnosis,  and  possible  sig- 
nificance; a study  of  1,665  cases. 

Joseph  Earle  Moore  and  Harry  Eagle. 
Ann.  Int.  Med.,  Lancaster,  14:  1802- 
1814,  Apr.  1941. 

Quantitative  serologic  testing  by  the 
Eagle  complement  fixation  technic  has 
been  under  investigation  in  the  syphilis 
division  of  the  Johns  Hopkins  Hospital 
since  1928.  The  quantitative  test  has 
been  used  both  in  diagnosis  and  treat- 
ment. Two  laboratories,  each  using  the 
same  technic  and  each  under  the  joint 
supervision  of  the  authors,  were  utilized. 
All  new  patients  admitted  to  the  clinic 
or  seen  in  private  practice  have  been 
routinely  tested  with  the  quantitative 
complement  fixation  procedure. 

The  authors  summarize  their  findings 
as  follows:  The  serum  of  syphilitic  pa- 
tients contains  varying  quantities  of  re- 
agin.  Quantitative  serologic  tests  to  de- 
termine this  reagin  “titer”  are  comparable 
only  when  carried  out  in  the  same  labo- 
ratory by  the  same  technic ; and  even 
then,  the  results  may  be  modified  by  day- 
to-day  variations  in  the  sensitivity  of  the 
test. 

The  quantitative  reagin  titer  of  the 
blood  in  508  patients  with  early  syphilis, 
determined  by  a complement  fixation 
technic,  varied  from  0 to  1,600  units  of 
reagin.  In  primary  syphilis,  the  mean 
titer  was  104.3  ±13.74  units,  the  median 
43.2±17.22  units ; in  secondary  syphilis 
the  mean  was  179.6±7.54  and  the  median 
142.3  ±(9.45)  units. 

In  445  patients  with  various  forms  of 
untreated  late  syphilis,  the  quantitative 
titer  ranged  from  O to  1,600  units.  These 
patients  wrere  separated  into  5 groups : 
(a)  Latent  syphilis,  (6)  various  forms  of 
late  syphilis  (excluding  neurosyphilis), 
(c)  diffuse  meningovascular  neurosyph- 
ilis, ( d ) general  paresis,  (e)  tabes  dor- 
salis. In  these  groups,  the  mean  titers 
ranged  from  21.5  to  44.1  units,  the  me- 
dians from  10.7  to  25  units,  i.  e.,  sig- 
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nificantly  lower  than  in  early  syphilis. 
It  is  suggested  by  these  data,  though  not 
definitely  proved,  that  patients  with  late 
latent  syphilis  and  tabes  dorsalis  may 
have  significantly  lower  serologic  titers 
than  patients  with  other  types  of  late 
syphilis. 

In  late  syphilis,  previous  treatment  in 
any  amount  and  at  any  time  before  quan- 
titative testing  significantly  reduced  the 
mean  and  median  titers  in  the  712  such 
patients  tested.  This  reduction  was  not 
necessarily  associated  with  clinical  im- 
provement. 

Quantitative  serologic  testing  is  of  lit- 
tle value  as  a routine  diagnostic  procedure. 

The  reagin  titer  of  the  blood  is  not  an 
expression  of  the  severity  or  gravity  of 
syphilitic  infection  in  the  individual  pa- 
tient. Enormous  variations  in  titer  are 
observed  in  all  types  of  clinical  involve- 
ment (0-1600),  including  both  early  and 
latent  syphilis ; and  the  reduction  in  titer 
effected  by  treatment  is  not  necessarily 
associated  with  clinical  improvement. 

The  reagin  titer  appears  definitely  to  be 
related  to  the  numbers  of  organisms  pres- 
ent in  the  tissues  of  the  host,  since  titers 
were  higher  in  early  than  in  late  syphilis. 
As  between  various  types  of  late  syphilis, 
however,  no  such  conclusion  is  permis- 
sible. There  is  no  evidence  available  as 
to  the  possible  relationship  of  reagin  titer 
to  the  improvement  of  particular  body 
tissues. 

The  effect  of  prolonged  treatment  on  the 
rate  of  fall  of  reagin  titer  may  conceivably 
be  an  expression  of  the  immunity  or  re- 
sistance of  the  host ; but  even  if  this  were 
true,  a single  quantitative  test  before 
treatment  would  be  of  no  diagnostic  or 
prognostic  importance.  Further  studies 
of  the  behavior  of  reagin  titer  under  pro- 
longed treatment  are  essential  to  settle  the 
possible  prognostic  value  of  such  serial 
quantitative  tests. 

The  authors  will  publish  subsequent 
papers  which  will  consider  (a)  certain 
extraneous  factors  which  may  influence 
reagin  titer,  (&)  the  circumstances  in 
which  quantitative  serologic  testing  is 
known  to  be  useful  in  diagnosis  and 
treatment. 
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Progressive  muscular  atrophy  and  sypn 
ilis.  Report  of  a case  with  interesting  w 
cerebrospinal  fluid  findings.  Hervey 
Cleckley  and  L.  E.  Geeslin.  J.  Nerv.|  |& 
& Ment.  Dis.,  Richmond,  93:  460—472 
Apr.  1941. 

The  case  is  reported  of  a 57-year-o  Id!  f 
white  man  with  progressive  muscular  11 
atrophy  who  was  hospitalized  for  gastric 
ulcer  in  February  1939.  The  patient  hat) 
had  gonorrhea  in  1905,  and  at  the  same 
time  he  had  had  a sore  on  his  penis  for 
which  he  received  no  antisyphilitic  treat- 
ment. Several  subsequent  blood  Wasser 
mann  tests  had  been  negative.  In  193; 
and  in  1936  the  patient  was  hospitalized: 
and  each  time  his  case  was  diagnosed  as 
progressive  muscular  atrophy.  In  1935 
examination  of  the  spinal  fluid  showec 
marked  lymphocytosis,  the  blood  Kahr 
and  Wassermann  tests  were  negative,  anc 
the  spinal  fluid  Wassermann  test  was 
negative. 

In  1939  the  small  muscles  of  both  hands 
were  wasted.  The  bones  stood  out  dis 
tinctly.  The  muscles  of  the  forearm  wer< 
generally  atrophic,  the  extensors  beinj 
more  severely  affected  than  the  flexors 
The  shoulder  girdle  muscles  were  atro 
pliied  and  wing  scapulfie  were  marked,  es 
pecially  on  the  left.  Muscular  weakness 
was  proportionate  to  the  atrophy. 

His  blood  Wassermann  test  was  agaii 
negative  in  February  1939.  The  spina 
fluid  Wassermann  was  3 plus ; the  col 
loidal  gold  curve  was  0060000000;  th< 
mastic  test,  111000;  the  total  protein,  5< 
mg. ; and  there  were  180  cells  in  the  spina 
fluid.  Because  of  the  suggestively  posit  iv 
spinal  fluid  Wassermann  test,  the  re 
peated  finding  of  an  increased  number  o 
cells  in  the  cerebrospinal  fluid,  and  tb 
slightly  atypical  distribution  of  the  atro 
phy  (extensors  of  the  forearms  were  mor 
affected  than  the  flexors,  and  muscles  o 
the  upper  arm  were  relatively  spared) 
diagnosis  of  syphilitic  spinal  muscular  al 
rophy  was  made.  The  biceps  and  tricep 
reflexes  and  the  knee  and  ankle  jerks  wer 
increased.  Because  of  this  fact,  it  wa 
thought  that  the  pyramidal  tracts  wer 
involved  as  well  as  the  anterior  horn  cell: 


j 
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In  April  1939,  the  patient’s  cerebro- 
pinal  fluid  Wassermann  test  was  nega- 
ive  at  one  laboratory  and  3 plus  at  an- 
ther. The  cell  count  of  the  spinal  fluid 
ras  149  (95  percent  lymphocytes) . Treat- 
lent  with  sodium  iodide  intravenously 
nd  bismuth  intramuscularly  was  begun, 
n July  1939,  the  patient  was  much  im- 
roved,  stating  that  he  had  better  use  of 
is  hands  and  arms  than  he  had  had  for 
iany  years.  Objectively,  the  patient  had 
slight  but  perceptible  increase  in 
trength  of  the  muscles  of  the  forearms, 
pper  arms,  and  shoulders,  although  he 
till  could  not  entirely  close  his  hands. 

The  authors  reviewed  the  literature  on 
rogressive  spinal  muscular  atrophy  and 
rand  strongly  contrasting  opinions  con- 
erning  the  frequency  of  syphilis  as  a 
ausative  factor.  They  state  that  it  is 
ot  unlikely  that  patients  thought  to  have 
rimary  progressive  muscular  atrophy 
fter  complete  study  may  actually  have 
yphilis  and  be  in  need  of  specific  treat- 
rent.  They  believe  that  every  patient 
, uth  progressive  muscular  atrophy  should 
, ave  thorough  and  repeated  cerebrospinal 
uid  examinations.  They  suggest  that  a 
atient  who  has  this  condition  plus  pleo- 
, ytosis  of  the  cerebrospinal  fluid  should 
e given  treatment  for  syphilis. 

The  writers  believe  that  careful  clinical 
jjeports  should  be  made  of  all  cases  of  pro- 
, ressive  muscular  atrophy  in  which  syph- 
, is  is  suggested,  and  that  continued  neuro- 
athologic  study  should  be  made  whenever 

, ossible. 

t 

il  tudies  of  the  transmissibility  of  syph- 
K ilis.  The  infectiousness  of  the  vag- 
i' inal  secretions  and  menstrual  blood 

0 of  syphilitic  women.  Harry  Pariser. 
t Am.  J.  Syph.,  Gonor.  & Ven.  Dis.,  St. 

1 Louis,  25:  339-374,  May  1941. 

!l  The  author  injected  the  vaginal  secre- 
1 ons  of  30  untreated  syphilitic  women  into 
■ abbits.  The  vaginal  secretions  of  7 pro- 
!t  uced  syphilis  in  the  rabbits.  Five  of  these 
f even  women  had  local  cervical  lesions, 
i he  duration  of  the  clinical  manifesta- 
tions of  disease  in  these  women  varied 
j -om  about  1 week  to  6(4  years.  The 
[ ixth  “positive”  result  was  obtained  from 
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the  menstrual  blood  of  a secondary  syph- 
ilitic woman  who  had  no  local  cervico- 
vaginal  lesions.  The  seventh  “positive” 
result  was  obtained  from  an  early  second- 
ary syphilitic  pregnant  woman  whose 
cervix  was  edematous,  bluish,  and  boggy, 
but  who  presented  no  visible  open  lesions. 

Initial  dark-field  examination  in  these 
seven  cases  revealed  organisms  in  small 
numbers  closely  conforming  to  the  uni- 
versally accepted  morphology  of  Spiro- 
chaeta  pallida  in  four  cases.  In  two 
cases  the  organisms  were  slightly  thicker 
than  average,  but  they  were  proved  by 
the  subsequent  animal  inoculation  to  be 
Spirochaeta  pallida.  In  the  seventh  case 
the  dark-field  examination  was  negative. 
In  50  percent  of  the  women  who  did  not 
have  lesions,  the  dark-field  examination 
revealed  spirochetes  easily  distinguished 
from  Spirochaeta  pallida  unless  wide  lati- 
tude is  permitted  in  the  interpretation  of 
the  spirochetal  form  of  the  organism  of 
syphilis.  Of  the  30  women,  76  percent 
had  early  syphilis  and  24  percent  had  late 
syphilis. 

The  author  reviews  in  detail  the  litera- 
ture on  (1)  early  syphilis  of  the  vagina 
and  urethra,  (2)  early  syphilis  of  the 
cervix,  (3)  infectiousness  of  the  latent 
syphilitic,  (4)  the  problem  of  infectious 
relapse,  (5)  possible  sources  of  misinter- 
pretation of  clinical  and  morphologic  find- 
ings, and  (6)  variability  of  the  biologic 
method  used. 

His  conclusions  are  as  follows : 

1.  Virulent  Spirochaetae  pallidae  are 
discharged  by  the  syphilitic  woman  into 
the  vagina  In  the  presence  of  local  lesions 
early  or  chronologically  "late”  (more  than 
4 years’  duration)  in  the  course  of  the 
disease  as  a relapsing  phenomenon. 

2.  In  the  absence  of  such  lesions,  they 
are  discharged  only  through  the  men- 
strual blood  of  the  early  syphilitic  or  from 
an  abnormal  appearing  cervix,  in  which 
cases  it  is  probable  that  the  lesions  are 
present  within  the  cervical  os  or  uterus. 

3.  Infectiousness  through  the  vagina  is 
periodically  recurrent  rather  than  con- 
tinuously present  in  the  syphilitic 
woman,  and  it  depends  upon  the  presence 
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or  absence  of  local  lesions.  The  physio- 
logic secretions  are  not  infectious. 

4.  No  data  can  be  given  as  to  the  abso- 
lute end-point  of  cervical  relapse,  and  no 
estimate  of  the  frequency  of  this  relapse 
is  available.  In  this  series  of  30  cases, 
infectious  cervical  relapse  was  found  to 
have  occurred  at  least  6%  years  after 
definite  onset  of  the  disease. 


TREATMENT 


Storage  of  mapharsen.  Form  letter. 
War  Med.,  Chicago,  1:  429,  May  1941. 
This  form  letter  is  issued  by  the  Chief 
of  the  Bureau  of  Medicine  and  Surgery 
of  the  United  States  Navy : 

(1)  It  has  been  called  to  the  atten- 
tion of  the  Bureau  that  large  lots  of  ma- 
pharsen have  deteriorated,  as  evidenced 
by  a change  in  color.  This  has  been  par- 
ticularly noticeable  in  tropical  climates. 
(2)  It  is  believed  that  this  deterioration 
will  be  retarded  by  proper  storage  in  a 
cool  place  protected  from  light.  (3)  In 
the  future,  it  is  suggested  that  mapharsen 
be  stored  in  a refrigerator  at  a tempera- 
ture of  10°  C.  or  lower  and  kept  in  this 
storage  until  ready  for  use. 

The  trivalent  arsenicals  in  syphilis. 
Some  recent  advances,  comparisons 
and  evaluations.  John  H.  Stokes  and 
Herman  Beerman.  Am.  J.  M.  Sc., 
Philadelphia,  201:  611-625,  Apr.  1941. 

The  authors  review  the  literature  on 
this  subject,  listing  115  references.  They 
discuss  (a)  process  of  evaluation  of  ar- 
senicals, ( b ) laboratory  testing  of  the 
arsenicals,  (c)  new  (and  old)  drugs,  (d) 
new  technics  in  the  use  of  the  arsenicals, 
(e)  nonspecific  uses  of  the  arsenicals  and 
combinations  of  their  use  with  nonspe- 
cific measures. 

In  a previous  article  (Arch.  Dermat.  & 
Syph.,  35  : 78,  1937)  these  authors  sum- 
marized the  points  on  which  the  clinical 
tester  of  drugs  and  the  practicing  phy- 
sician tend  to  query  the  introducers  of 
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new  arsenicals  in  the  treatment  if® 
syphilis. 

They  state  that  in  the  clinical  testifep 
the  following  points  are  considered:  (j’i-1 
Rapidity  of  surface  spirillicidal  actin'1® 
and  healing  power;  (2)  evidence  of  stailPS 
ard  or  reasonably  rapid  reversal  of  setl®1 
logic  tests  in  early  syphilis;  (3)  a lve 
incidence  of  relapse,  infectious  or  othjP 
wise;  (4)  a low  incidence  of  involvemi  t® 
of  the  nervous  system  in  early  syphil|!$* 
(5)  good  effect  on  resistant  syphilic® 
manifestations  and  on  late  syphilis  of  lie 11 
important  systems ; (6)  ultimate  curat  # 
action  in  man ; ( 7 ) a low  incidence  of  }-  1 
action. 

The  practitioner  wants  to  know  (W 
whether  the  drug  will  injure  or  alien:  e1 
his  patient  by  either  minor  or  serious  : 
action;  (b)  whether  its  administration sjl1 
so  complicated  that  it  constitutes  an  !-;iI 
flee  inconvenience;  (c)  whether  it  \11 
cause  rapid  healing;  ( d ) whether  it  vll  ,( 
quickly  relieve  symptoms,  especially  pa: ; 
(e)  what  it  will  do  for  patients  witla  r 
persistently  positive  serologic  test  r i( 
syphilis. 

The  experts’  and  public-health  offices’  , 
first  demand  is  increased  “punci’, 
whether  expressed  in  greater  efficacy  f 
smaller  doses,  fewer  injections  for  a ghn 
effect,  shortened  time  for  individual  r 1 
total  treatment,  or  greater  intensity  mre  ! 
possible  by  lessened  toxicity.  Other  <)■ 
teria  listed  in  order  of  importance  are  () 
lasting  or  staying  power,  (b)  stabily 
and  cheapness,  (c)  simplification  of  ija 
route  of  administration,  (d)  precise  a'|i 
unvarying  chemical  constitution,  (e)  f - 
ther  reduction  of  unfavorable  reactii- 
produeing  effect  on  the  human  subject. 

The  authors  discuss  the  use  of  r:- 
pharsen,  solusalvarsan,  thioarsene,  i- 
sodarson,  bismarsen,  sulfarsphenamiW 
silver  arsphenamine,  neoarsphenamii, 
and  arsphenamine.  They  review  the  • 
erature  on  the  5-day  treatment  for  sy]- 
ilis.  They  discuss  the  use  of  arsenics 
in  infections  other  than  syphilis  and  J 
conjunction  with  fever  therapy  in  ca:3 
of  syphilis. 
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According  to  the  authors,  mapharsen  is 
very  effective  drug,  and  the  incidence 
i!  reactions  resulting  from  its  use  is 
mparatively  low.  There  has  not  been 
ifficient  study  of  infectious  relapse  foi- 
lwing its  use.  They  do  not  recommend 
>e  use  of  solusalvarsan  or  thioarsene. 
ilver  arsphenamine  may  cause  argyria, 
ad  its  use  is  discouraged.  The  weight 
medical  opinion  is  against  the  use  of 
,ilf arsphenamine  because  of  its  serious 
actions.  Bismarsen  is  particularly  use- 

11  in  the  treatment  of  children  and  in 
iirdio vascular  syphilis.  Trisodarsen  is 
;ry  effective  clinically,  but  there  is  a 
ndency  for  the  drug  to  produce  hemor- 
jiagic  reactions  and  dermatitis.  Ars- 
penamine  is  considered  the  most  effec- 
jre  arsenical  in  all  manifestations  of 
'philis  except  paresis.  Neoarsphena- 
;ine  plus  bismuth  is  as  effective  as  ars- 
uenamine. 

reatment  of  dementia  paralytica.  A 
1 five  year  comparative  study  of  arti- 
ficial fever  therapy  and  therapeutic 
malaria  in  two  hundred  thirty  two 
cases.  Jack  R.  Ewalt  and  Franklin 
*G.  Ebaugh.  J.  A.  M.  A.,  Chicago,  116: 
1 2474-2477,  May  31,  1941. 

The  authors  report  a 5-year  study  of 

12  patients  with  dementia  paralytica 
(ho  have  been  treated  with  either  thera- 
■utic  malaria  or  artificial  fever  therapy 

the  Colorado  Psychopathic  Hospital 
id  Clinic.  The  patients  for  each  treat- 
ent  were  chosen  alternately  from  ad- 
missions, and  the  postfever  care  was  ac- 
rding  to  the  same  plan  in  all  cases  from 
'th  series  and  consisted  of  tryparsamide, 
:oar  sphen  amine,  and  bismuth  com- 
mnds.  The  patients  in  the  malaria 
ries  in  most  instances  received  50  hours 
fever  at  104°  F.  or  more.  In  the  first 
years  of  the  study,  patients  in  the  arti- 
liial-fever  series  received  50  hours  of 
ver  at  rectal  temperatures  of  105°  to 
'6°  F.,  given  as  10  treatments  of  5 hours 
ch ; during  the  last  2 years  they  received 
dy  36  hours  of  fever  but  at  a rectal 
mperature  of  105.8°  F.,  given  as  12 
eatments  of  3 hours  each.  No  differ- 
ices  were  found  in  the  results  from  the 
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shorter,  more  frequent  treatments.  After 
the  fever  therapy  and  a complete  labora- 
tory and  clinical  study,  the  patient  was 
referred  to  the  out-patient  department  for 
weekly  follow-up  treatment.  A thorough 
follow-up  system  was  carried  out,  all  of 
the  malaria-treated  patients  and  66  per- 
cent of  the  artificial  fever  patients  being 
followed  for  5 years  or  until  death. 

Evaluation  of  results  is  difficult  in  any 
study.  The  series  were  fairly  comparable 
as  to  classification  of  patients.  Remis- 
sion or  improvement  was  noted  in  69 
percent  of  the  artificial-fever  group  as 
compared  with  58  percent  in  the  thera- 
peutic-malaria group.  The  rate  of  im- 
provement during  the  follow-up  care  and 
the  rate  of  relapse  were  approximately 
the  same.  The  difference  was  in  immedi- 
ate improvement.  This  may  be  due  to  the 
two  factors  that  patients  may  be  safely 
treated  at  higher  levels  with  artificial 
fever  than  with  malaria,  and  that  pa- 
tients are  usually  in  better  physical  con- 
dition at  the  conclusion  of  the  febrile 
period  under  the  former  therapy.  While 
the  serologic  response  appeared  to  show  a 
greater  modification  in  the  group  treated 
with  artificial  fever,  the  differenc'e  in  re- 
sults was  not  great  and  roughly  paralleled 
the  difference  in  the  rate  of  clinical  re- 
mission. Careful,  periodic,  clinical  re- 
examination offers  the  best  guide  for 
therapy  and  gives  the  most  reliable  data 
for  evaluation  of  results. 

Pregnancy  and  syphilis.  A resume  of 
ten  years  work  by  the  Los  Angeles 
Maternity  Service.  B.  J.  Hanley  and 
Lola  Pedlow.  West.  J.  Surg.,  Port- 
land, 49:  247-253,  Apr.  1941. 

A resume  of  the  work  done  in  the  syphi- 
litic dispensary  of  the  Los  Angeles  Ma- 
ternity Service  for  the  years  1929-38  is 
presented.  During  the  period  one  syphi- 
lologist  has  examined  and  supervised  the 
treatment  of  these  patients,  and  the  gen- 
eral plan  of  treatment  has  remained  the 
same.  On  Wednesday  the  patient  re- 
ceives neoarsphenamine  intravenously 
and  on  Friday  a heavy  metal  intramuscu- 
larly. One  course  (minimal  treatment) 
consists  of  6 injections  of  neoarsphena- 
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mine,  totaling  2.2  gm,  and  10  injections  of 
a heavy  metal,  totaling  0.6  gm.  There 
were  1,109  mothers  treated  during  this 
period,  and  858  live  infants  delivered.  Of 
these  infants,  88  were  found  to  have  con- 
genital syphilis,  454  were  normal  both 
clinically  and  serologically  over  a period 
varying  from  6 weeks  to  6 years,  and  316 
could  not  be  located  for  study. 

When  the  mothers  were  treated  during 
the  first  5 months  of  pregnancy,  92  per- 
cent of  the  babies  were  normal,  but  only 
76  percent  were  normal  when  treatment 
was  begun  after  the  fifth  month.  When 
the  mothers  received  the  minimal  treat- 
ment (0  to  3.0  gm.  neoarsphenamine)  75 
percent  of  the  babies  were  normal ; 83 
percent  were  normal  when  the  mothers 
received  3 to  4 gm.,  and  94  percent  when 
the  mothers  received  4 to  5 gm.  A group 
of  38  women  received  heavy  metal  only, 
since  they  were  thought  to  have  been  ade- 
quately treated  before  coming  to  the 
clinic  or  could  not  tolerate  arsenicals ; 93 
percent  of  their  infants  were  normal. 
There  were  61  women  who  received  no 
treatment  at  all ; 74  percent  of  their  ba- 
bies were  normal.  In  this  group  there 
were  54  multipara. 

The  five  methods  of  examination  to  de- 
termine whether  or  not  the  child  was  in- 
fected were,  chronologically : Dark-field 
examination  of  scrapings  from  the  um- 
bilical vein ; cord  Wassermann  tests ; 
gross  and  microscopic  examination  of  the 
placenta  ; roentgen  ray  studies  of  the  long 
bones;  pediatric  follow-up  and  repeated 
serologic  tests. 

This  series  adds  further  proof  to  the 
generally  accepted  ideas  of  treatment  of 
antenatal  syphilis : In  order  to  have  a 
normal  infant  of  a syphilitic  mother, 
treatment  should  begin  in  the  first  tri- 
mester of  pregnancy  and  continue  regu- 
larly throughout.  A total  of  4 to  5 gm. 
of  neoarsphenamine,  or  its  equivalent, 
should  be  given  intravenously  along  with 
2 to  3 gm.  of  a heavy  metal  intramuscu- 
larly. During  the  course  of  treatment, 
the  pregnancy  must  not  be  forgotten. 
The  patients  should  be  observed  closely 
for  early  signs  of  toxemia.  Infants  that 
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are  normal  both  clinically  and  seroloj!  ; 
cally  without  treatment  at  the  age  of1 
months  will  remain  so.  : ^ 

Treatment  of  cardiovascular  syphil 

Soma  Weiss.  Bull.  Genitoinfect.  Di 

Boston,  4:  1-3,  Apr.  1941. 

inn 

Because  the  fundamental  character  j pJt 
the  lesions  in  cardiovascular  syphilis  | ,a 
destructive,  treatment  of  the  specific  col  s 
dition  is,  on  the  whole,  not  satisfactory  , 
advanced  cases.  In  most  cases  slowiij  ^ 
down  the  progress  of  the  specific  destrr!  1J( 
tive  lesions  is  all  that  can  be  expectej  t 
The  treatment  of  cardiovascular  spyhil 
cannot  be  rigidly  schematized.  In  a your 
patient  with  early  manifestations  1 „ 
aortitis  but  with  no  impairment  of  t;  jj 
myocardial  reserve,  antisyphilitic  therap  j 
is  indicated.  On  the  other  hand,  it  is  di 
tinctly  contraindicated  for  an  elder' 
patient  with  an  extensive  aneurysm  ai 
advanced  myocardial  insufficiency.  E a 
tween  these  two  extremes  is  the  groij 
of  patients  for  whom  a combination  ! ^ 
nonspecific  and  antisyphilitic  treatment  j " 
usually  best. 

Whenever  congestive  failure  develops 
a patient  with  chronic  syphilitic  hea 
disease  it  should  be  treated  by  the  cr  it 
tomary  methods  before  specific  therajil 
is  undertaken.  Digitalis  should  be  a 
ministered  in  minimal  effective  amount 
Mercurial  diuretics,  especially  mere 
purin,  are  indicated  in  the  presence  |» 
pulmonary  or  peripheral  congestion  a) 
edema.  If  only  partial  improvement 
the  congestive  failure  can  be  achieve 
specific  treatment  with  potassium  iodi< 
and  mercury  may  be  considered.  Usual 
moderate  doses  of  potassium  iodide  ( 0.3  I 
0.6  gm.  3 times  daily)  are  sufficient,  usi 
in  conjunction  with  succinimide  of  me 
cury  (%  gr.  3 times  a week  for  6 dose; 
followed  by  % gr.  3 times  a week) . Wh< 
there  is  no  congestive  failure  bismu 
should  be  substituted  for  the  rnercur 
Injection  of  1%  gr.  or  3 gr.  of  an  oi 
suspension  of  bismuth  salicylate  shou 
be  administered  at  intervals  of  from 
days  to  a week  for  2 or  3 months.  The 
if  the  general  condition  of  the  patient 
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:;ood,  arsenicals  are  indicated.  At  first, 
weekly  doses  of  0.1  to  0.2  gm.  of  neo- 
trsphenamine  are  given,  gradually  rais- 
ing the  dose  to  0.8  or  0.4  gm.  After  8 
jVeekly  doses,  the  treatment  with  bismuth 
>r  mercury  is  resumed,  and  such  alterna- 
:ion  may  be  continued  for  50  to  100  weeks. 

Patients  with  organic  heart  disease  are 
Susceptible  to  immediate  toxic  and,  at 
:imes,  fatal  effects  from  arsphenamine. 
This  is  particularly  true  if  there  is  a 
:ombination  of  cardiac  hypertrophy,  due 
o aortic  insufficiency,  and  narrowing  of 
he  coronary  arteries.  In  a few  selected 
:ases  wiring  of  an  aneurysm  has  bene- 
ited  the  patient,  hut  this  procedure  should 
)e  practiced  only  by  experts. 

Antisyphilitic  treatment,  if  adminis- 
ered  skillfully,  can  not  only  prevent  de- 
velopment of  advanced  lesions  but  can 
mprove  certain  symptoms  such  as  angina 
md  may  even  decrease  the  size  of  the 
ineurysm. 

Sulfonamide  treatment  of  the  gonor- 
rheic  woman  in  its  relationship  to 
sterility.  G.  Hermann.  Deutsche  med. 
Wchnschr.,  Leipzig,  67 : 260-263, 
March  7,  1941. 

According  to  the  careful  estimate  made 
)y  Lentz  in  1936,  approximately  half  of 
he  1.5  million  sterile  marriages  in  Ger- 
nany  are  a result  of  gonorrhea.  Gott- 
ichalk  estimated  in  1936  that  the  number 
)f  births  per  year  was  decreased  35,000 
o 40,000  by  gonorrhea.  According  to  the 
najority  of  authors  gonorrhea  is  said  to 
)e  the  etiologic  factor  in  70  percent  of  all 
disease  of  the  adnexa  and  in  10  percent 
)f  all  gynecologic  material. 

The  author  points  out  that  cure  with- 
>ut  sterility  can  be  expected  much  more 
requently  with  sulfonamide  treatment 
han  with  local  therapy  alone.  The  im- 
portant consideration  with  the  use  of  sul- 
onamides  is  to  start  treatment  sufficiently 
early. 

The  author  started  treating  his  patients 
vith  uliron  in  1937  and  later  with  albucid. 
It  the  end  of  1940  an  attempt  was  made 
o reexamine  80  women  who  had  been 
bus  treated  in  the  period  from  1937  to 
1939,  inclusive.  Only  22  could  be  induced 
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to  appear  for  reexamination;  4 were  un- 
able to  return  but  sent  back  a question- 
naire which  they  had  been  asked  to  fill 
out,  and  the  other  54  could  not  be  traced. 
The  purpose  of  this  examination  was  to 
test  the  patency  of  the  tubes.  Salpingog- 
raphy was  made  in  14  (in  the  other 
women  this  was  not  done  for  various  rea- 
sons, 5 of  them  being  pregnant,  1 having 
had  an  abortion  since  the  gonorrheal  in- 
fection, 2 had  increased  blood  sedimenta- 
tion rate).  Two  of  the  women  who  re- 
turned questionnaires  reported  that  they 
had  been  pregnant  since  the  infection.  It 
was  found  that  in  5 women  the  tubes  were 
still  patent  whereas  in  5 others  there  was 
partial  closure  of  one  or  both  tubes  and 
in  the  remaining  4 both  tubes  were  com- 
pletely closed. 

Further  observations  on  gonococcal 

vulvovaginitis.  Alfred  Cohn,  Arthur 

Steer  and  Eleanor  L.  Adler.  Am.  J. 

Syph.,  Gonor.  & Yen.  Dis.,  St.  Louis, 

25:  329-338,  May  1941. 

A preliminary  report  on  gonococcal 
vaginitis  by  the  New  York  Vaginitis  Re- 
search Project  in  cooperation  with  the 
United  States  Public  Health  Service  has 
been  published  (Cohn,  A.;  Steer,  A.;  and 
Adler,  E.  L. : Gonococcal  vaginitis,  Yen. 
Dis.  Inform.,  21:  208,  1940).  This  report 
described  the  results  of  the  first  year  of 
study.  The  authors  report  here  addi- 
tional observations,  bringing  the  follow- 
up period  of  all  cases  to  a total  of  28  weeks 
or  longer. 

A chart  is  presented  to  demonstrate  the 
superiority  of  cultures  over  smears  both 
for  diagnosis  and  for  determining  cure  of 
gonococcal  vaginitis.  As  the  length  of  ob- 
servation increased  and  the  disease  pro- 
gressed, or  if  treatment  was  instituted, 
the  accuracy  of  diagnosis  by  the  smear 
method  was  found  to  decrease  consider- 
ably. The  chart  is  based  on  a total  of  1,070 
examinations  (made  on  234  patients)  in 
which  smears  or  cultures  or  both  were 
positive.  Of  this  number,  1,058  (98.9  per- 
cent) were  positive  by  culture,  and  718 
(67.1  percent)  were  positive  by  smear. 
There  were  12  (1.1  percent)  with  positive 
smears  and  negative  cultures,  352  ( 32.9 
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percent)  with  positive  cultures  and  nega- 
tive smears,  and  706  (66.0  percent)  with 
positive  smears  and  positive  cultures. 
Among  patients  treated  with  estrogenic 
substances,  53.3  percent  of  the  positive 
cultures  were  accompanied  by  negative 
smears.  Rectal  cultures  were  far  superior 
to  smears. 

More  than  50  percent  of  the  untreated 
patients  were  cured  spontaneously  within 
13  weeks  and  78.8  percent  within  25  weeks. 
In  about  one-fifth  of  the  untreated  pa- 
tients the  carrier  state  developed  in  which 
occasional  positive  cultures  occurred  in 
the  absence  of  clinical  signs  even  after  28 
weeks  of  observation.  All  of  the  patients, 
however,  ultimately  became  negative. 

Of  the  patients  treated  with  sulfanila- 
mide, approximately  50  percent  were 
cured.  Of  these,  10  percent  had  recur- 
rences during  the  follow-up  period. 
Among  hospitalized  children  treated  with 
sulfanilamide,  68  percent  were  cured. 
When  a child  responded  to  sulfanilamide, 
cure  occurred  within  2 weeks.  Prolonged 
or  repeated  treatment  did  not  increase 
the  number  of  cures.  A satisfactory 
daily  dosage  of  sulfanilamide  was  0.12  to 
0.2  gm.  per  kg.  for  3 to  5 days,  and  then 
half  of  this  for  a total  of  14  days. 

Sulfapyridine  was  given  to  43  children, 
and  in  every  case  the  first  culture  taken 
after  the  onset  of  treatment  was  negative. 
Smears  and  cultures  became  negative 
even  before  the  discharge  disappeared. 
In  all  cases,  there  was  no  discharge  by 
the  fifth  day  of  treatment.  Four  chil- 
dren became  positive  again  from  16  to 
32  weeks  after  treatment.  Two  of  these 
appeared  to  have  new  infections,  while 
two  seemed  to  have  recurrences.  Sulfa- 
pyridine was  effective  regardless  of  pre- 
vious treatment  or  duration  of  the  dis- 
ease. At  first  large  doses  were  used,  but 
later  the  same  results  were  obtained  with 
a dosage  of  0.066  gm.  per  kg.  per  day  for 
7 days.  Sodium  bicarbonate  was  given 
with  the  sulfapyridine.  Only  three  drug 
reactions  were  noted.  One  child  had 
fever;  another  had  fever,  nausea,  vomit- 
ing, and  headache;  and  the  third  had 
leukopenia. 

Estrogenic  substance  brought  about 
early  clinical  improvement,  but  the  course 
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of  the  disease  seemed  to  be  little  differen 
from  that  in  the  untreated  controls. 

Rectal  infections  were  diagnosed  b; 
the  finding  of  positive  rectal  cultures  ii 
45  percent  of  the  patients.  In  none  wa? 
there  characteristic  evidence  of  gonococ 
cal  proctitis  clinically. 

Study  of  the  sources  of  infectioi 
showed  that  intimate  contact  is  necessar; 
before  the  infection  can  be  transmitted 
Pus  containing  gonococci  must  reach  tli 
neighborhood  of  the  vulva  to  cause  th 
disease. 

Acute  gonococcal  salpingitis.  A reviet 
of  twenty-five  cases.  Walter  M.  Brit 
net  and  Joseph  B.  Salberg.  M.  Rec 
New  York,  153:  391-392,  June  4,  1941 

The  authors  review  25  cases  of  acut 
gonococcal  salpingitis  in  which  the  pa 
tients  were  treated  by  the  Women’s  Divi 
sion  of  the  Public  Health  Institute  ii 
Chicago  during  the  years  1937-39.  Whej 
salpingitis  developed  in  these  patients  al 
local  treatment  given  them  for  gonorrhe; 
was  discontinued.  They  were  urged  t 
go  to  bed  and  apply  heat,  preferably  ai 
electric  pad.  Sulfanilamide  and  sodiur 
bicarbonate  (40  grains  each,  daily)  wer 
prescribed  if  the  patient  could  tolerat 
this  dosage  of  the  drug.  The  dosage  o 
sulfanilamide  was  reduced  if  toxic  reac 
tions  developed.  In  addition  to  ora 
medication,  subcutaneous  injections  o 
foreign  protein  were  given  at  48  to  7 
hour  intervals,  the  minimum  dose  bein 
2 cc.  and  the  maximum  dose,  10  cc.  I 
disturbing  allergic  reactions  occurrec 
peptone  solution  was  substituted.  Th 
average  number  of  injections  given  thi 
group  of  patients  was  eight,  and  th 
length  of  time  of  the  treatment  was 
weeks.  There  was  a rapid  subsidence  o 
symptoms  following  the  use  of  sulfanila 
mide  and  foreign  protein,  and  in  mos 
cases  the  pain  was  relieved  in  a few  days 
This  group  of  25  patients  was  unde 
treatment  or  observation  from  9 to  3 
weeks,  the  average  being  16.  Only  on 
patient  was  ill  enough  to  receive  hospita 
care,  and  she  recovered  without  surgica 
intervention.  Six  of  the  patients  wer 
reexamined  within  12  months  after  bein 
dismissed,  and  all  were  symptom-free 
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n one  patient  there  was  a slight  thicken- 
Qg  of  the  adnexa. 

The  clinical  symptoms  of  salpingitis 
re  discussed,  and  the  method  of  dissemi- 
nation of  the  gonococcus  to  the  pelvic 
!tructures  is  referred  to.  According  to 
he  authors,  the  prospects  for  satisfactory 
ontrol  of  the  disease  and  the  avoidance 
f surgery  with  a sulfonamide  adminis- 
ered  orally  and  with  foreign  protein  ad- 
ministered subcutaneously  are  excellent. 


PATHOLOGY 


Esophageal  obstruction  due  to  gummata 
of  esophagus  and  diaphragm.  It.  H. 

Kampmeier  and  Edgar  Jones.  Am.  J. 
M.  Sc.,  Philadelphia,  201:  539-546. 
Apr.  1941. 

The  authors  report  the  cases  of  3 pa- 
tents with  gummatous  lesions  of  the  dia- 
hragm  and  1 with  gumma  of  the  esoph- 
gus.  All  4 of  the  patients  had  esophag- 
al  obstruction  as  a result  of  these  gum- 
aas.  The  authors  were  unable  to  find 
ny  record  in  the  literature  of  syphilitic 
lisease  of  the  diaphragm  producing 
sophageal  obstruction.  Gummatous  le- 
ions  of  the  esophagus  are  extremely  rare, 
’he  authors  review  the  literature  on  the 
abject. 

Case  1 was  that  of  a 48-year-old  white 
roman  who  had  had  difficulty  in  swallow- 
og  for  3 months.  Her  husband  had  died 
f paresis  1 year  before.  Her  Wasser- 
lann  and  Kahn , tests  were  positive, 
toentgenologie  examination  of  the  esoph- 
gus  showed  almost  complete  obstruction 
t about  the  midpoint  of  the  esophagus 
rith  an  irregular  canalization  through 
he  area  of  obstruction  suggesting  carci- 
oma.  Esophagoscopy  revealed  a con- 
triction  at  about  the  midpoint  of  the 
sophagus.  A band  of  scar  tissue  was  ob- 
srved  in  this  area,  below  which  there 
ras  a granular  tumor  which  appeared  to 
e carcinoma.  However,  biopsy  revealed 
chronic  inflammation  with  no  evidence 
f neoplasm.  The  patient  was  given  po- 


tassium iodide  and  weekly  injections  of 
bismuth  salicylate.  After  2 weeks  the 
swallowing  had  improved,  and  after  the 
fourth  week  the  patient  had  little  trouble 
taking  food.  After  seven  injections  of 
bismuth  and  one  of  neoarsphenamine ; the 
patient  was  free  of  symptoms.  Continu- 
ous antisyphilitic  treatment  was  given 
until  the  patient  had  been  given  66  injec- 
tions of  bismuth  and  50  injections  of  neo- 
arsphenamine. She  gained  25  pounds  and 
was  greatly  improved.  The  blood  Was- 
sermann  and  Kahn  tests  remained  posi- 
tive. A few  months  later  esophagoscopy 
indicated  an  increase  in  the  degree  of  con- 
striction. The  stricture  was  dilated  22 
times.  The  patient  eventually  became  en- 
tirely free  of  symptoms. 

Case  2 was  that  of  a 69-year-old  Negro 
man  who  had  pain  in  the  region  of  the 
kidneys,  dyspnea  on  exertion,  cough,  dif- 
ficulty in  swallowing,  and  abdominal  pain 
after  meals.  He  had  had  syphilis  20 
years  before,  and  his  Wassermann  test 
was  positive.  Roentgenologic  examina- 
tion showed  fibroid  tuberculosis  of  the 
lungs  and  constriction  of  the  terminal 
portion  of  the  esophagus.  The  symptoms 
improved  following  deep  roentgen-ray 
treatment.  He  died  several  months  later. 
At  autopsy  it  was  found  that  the  esopha- 
gus was  so  compressed  where  it  passed 
through  the  diaphragm  that  the  lumen 
was  pi’actically  closed.  This  was  caused 
by  a hard  tumor  mass  io  the  diaphragm 
which  almost  completely  encircled  the 
esophagus.  This  tumor  was  found  to  be  a 
gumma,  and  it  involved  the  medial  por- 
tion of  the  diaphragm  including  the  pil- 
lars and  the  upper  medial  portion  of  the 
liver.  It  measured  5x5x6  cm.  and  was 
nodular.  A sagittal  section  of  the  mass 
revealed  a large,  irregular,  orange-yellow, 
necrotic  fibrous  focus  about  4x5x6  cm. 
in  size,  surrounded  by  a bluish-white, 
gristle-like  capsule  about  1 cm.  in  thick- 
ness. The  entire  mass  seemed  to  be 
fibrous  tissue  with  a caseous,  necrotic 
center.  The  patient  also  had  dilatation  of 
the  aortic  arch. 

Case  3 was  that  of  a Negro  male,  age 
56.  Case  4 was  that  of  a Negro  male, 
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age  24.  In  case  3,  the  patient  recovered 
following  antisyphilitic  treatment  and  re- 
moval of  the  tumor  mass  (gumma)  in  the 
diaphragm  which  constricted  the  esopha- 
gus. In  case  4,  the  patient  recovered  fol- 
lowing a gastrotomy  and  antisyphilitic 
treatment.  This  patient  also  had  a 
gumma  in  the  diaphragm  which  con- 
stricted the  esophagus. 

The  differentiation  of  gummatous  le- 
sions of  the  esophagus  or  diaphragm 
from  obstruction  due  to  carcinoma  or 
cardiospasm  can  be  made  only  by  direct 
examination  (esophagoscopy  and  biopsy), 
and  the  ultimate  response  to  treatment. 
Antisyphilitic  treatment  for  gummatous 
lesions  producing  esophageal  obstruction 
not  only  may  fail  to  relieve  but  actually 
may  increase  the  obstruction  (“therapeu- 
tic paradox”).  Because  of  resultant 
fibrosis  and  contraction  of  scar  tissue, 
esophageal  dilatation  will  probably  be 
necessary. 

Case  2 illustrates  the  importance  of 
accurate  diagnosis  in  esophageal  obstruc- 
tion. The  age  of  the  patient  and  the  re- 
sults of  roentgenologic  examination  led 
to  the  diagnosis  of  carcinoma  and  the  use 
of  palliative  treatment  in  spite  of  the  fact 
that  he  was  known  to  have  syphilis.  Ap- 
propriate treatment  at  the  time  the  pa- 
tient was  first  seen  probably  would  have 
relieved  the  obstruction. 

It  should  be  emphasized  that  esophag- 
eal obstruction  in  a case  of  chronic  syph- 
ilis may  be  carcinomatous.  Gummatous 
lesions  of  the  esophagus  or  diaphragm 
are  rare.  In  individuals  with  syphilis, 
the  incidence  of  carcinoma  of  the  esopha- 
gus may  be  greater  than  obstructive  gum- 
matous lesions.  Accurate  diagnosis  and 
appropriate  treatment  are  very  important. 

Syphilitic  heart  disease.  Benjamin  J. 

Clawson.  Urol.  & Cutan.  Rev.,  St. 

Louis,  45:  219-225,  Apr.  1941. 

During  the  years  1910-38  at  the  Uni- 
versity of  Minnesota  there  were  30,265 
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autopsies  performed,  and,  of  these,  3: 
(1.1  percent)  were  syphilitic  cardii 
cases.  During  the  same  period  there  wilj 
a total  of  4,678  cardiac  deaths  from  & 
causes.  The  incidence  of  cardiac  syphil 
(6.9  percent  of  the  cardiac  deaths)  bege 
to  decrease  in  the  5-year  period  1929-3 
so  that  in  1934-38  there  were  7.8  cas< 
per  1,000  autopsies  as  compared  to  tl 
average  of  13.23  cases  per  1,000  for  tl 
15  years  1914-28. 

Aortic  insufficiency  which  followed  tl 
deformity  of  the  aortic  cusps  or  a sep 
ration  of  the  attachments  of  the  cusj 
to  the  aorta  was  the  cause  of  death  in  i 
percent  of  the  cases,  narrowing  of  tl 
coronary  orifices  in  22.6  percent,  ruptui 
of  an  aortic  aneurysm  in  20.8  percent,  ar 
gumma  of  the  myocardium  in  1.5  perceu 
The  greatest  number  of  deaths  in  boi 
sexes  occurred  in  the  fifth  decade  ar 
most  of  the  deaths  occurred  in  the  fifth  i 
seventh  decades.  None  was  found  in  tl 
first  two  and  the  tenth  decades.  Syphil 
of  the  aorta  and  heart  was  more  commc 
among  the  males,  the  ratio  being  2.8  to 
The  significant  differences  were  in  tl 
fourth,  sixth,  and  seventh  decades. 

Myocardial  hypertrophy  was  the  mai 
pathologic  condition  noted ; it  was  foun 
chiefly  in  the  aortic  insufficiency  case 
Little  hypertrophy  was  noted  in  tl 
hearts  where  death  followed  narrowing  ( 
the  coronary  orifices.  This  finding  dot 
not  support  the  belief  that  cardiac  hype 
trophy  may  be  caused  by  coronary  ii 
sufficiency.  Except  in  5 cases  of  gumm 
of  the  myocardium  little  besides  tl 
cardiac  hypertrophy  could  be  found  in  tl 
heart  to  account  for  the  heart  failuri 
Spirochetes  were  not  found  in  any  casi 
The  narrowing  of  the  coronary  orifice 
was  due  to  intimal  change  in  the  aorti 
No  support  was  found  for  the  suggestio 
that  syphilis  is  an  etiologic  factor  i 
atherosclerosis.  Apparently  aortic  insufl 
ciency  was  only  occasionally  due  t 
stretching  of  the  aortic  ring. 
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rvous  injury  produced  by  sulfanila- 
mide and  some  of  its  derivatives  in  the 
hicken:  Preliminary  report.  Ray- 
iond  N.  Beiter,  A.  B.  Baker,  J.  Gordon 
Lea  ton,  James  M.  Shaffer,  Thomas  M. 
leery  and  Burton  A.  Orr.  J.  A.  M.  A., 
ihicago,  116:  2231-2236,  May  17,  1941. 

'or  this  study  six  drugs,  namely,  sulfa- 
j mide,  sulfapyridine,  sulfathiazole, 
l amethylthiazole,  sulfanilyl  dimethyl- 
lanilamide  (uliron),  and  sulfaphenyl- 
lizole,  were  administered  to  young 
j:kens  with  the  aim  of  determining  the 
jnt  and  degree  of  injury,  if  any,  pro- 
ed  on  the  brain,  the  spinal  cord,  and 
1 peripheral  nerves.  For  the  most  part 
i drugs  were  administered  orally  by 
ilnach  tube  or  in  capsules,  generally  in 
los  of  0.5  or  1 gm.  per  kilogram  of  body 
Rght  once  a day.  Doses  were  con- 
tiied,  as  a rule,  for  periods  of  1 to  2 
Iks.  Despite  the  fact  that  the  doses 
luinistered  to  the  chickens  were  ex- 
tinely  high  in  comparison  with  clinical 
ii2s,  the  resulting  levels  of  the  drugs  in 
tl  blood,  with  the  exception  of  that  of 
Si  ianilamide,  were  not  greatly  out  of 
p:  portion  to  the  concentrations  obtained 
it  linical  use.  The  chickens  were  killed 
a he  end  of  the  period  of  medication  and 
0 brains,  spinal  cords,  and  sciatic  nerves 
e:  mined. 

ulfanilamide : The  peripheral  nerves 
hi  out  of  6 chickens  showed  slight  in- 
jip;  one  spinal  cord  presented  slight  de- 
sliction ; all  other  elements  of  nervous 
hue  were  normal.  Sulfapyridine:  The 
clnges  produced  in  tissue  by  this  drug 
^•e  similar  to  those  produced  by  sulfa- 
ni  mide.  Sulfathiazole : Every  peripheral 
a ve  presented  some  injury ; the  spinal 
& Is  in  6 of  the  11  chickens  showed  in- 
jvies,  and  the  brains  of  4.  Sulfamethyl- 
ti  izole : All  peripheral  nerves  were  dam- 
a d ; the  spinal  cords  of  6 and  the  brains 


of  4 of  7 chickens  showed  injury.  Uliron : 
The  peripheral  nerves  showed  extensive 
injury ; in  6 of  the  7 chickens,  the  spinal 
cords  and  the  brains  also  showed  exten- 
sive injury.  Sulfaphenylthiazole : The 
most  extensive  injury  to  peripheral  nerves 
was  observed  with  this  drug ; every  spinal 
cord  and  every  brain  showed  injury.  Cor- 
relation of  the  pathologic  data  with  symp- 
toms observed  in  chickens  was  difficult. 

The  order  of  the  drugs  studied,  accord- 
ing to  the  amount  of  injury  they  produce 
in  the  nervous  system  of  the  chicken,  be- 
ginning with  the  least  injurious,  is  sulf- 
anilamide, sulfapyridine,  sulfathiazole, 
sulfamethylthiazole,  uliron,  and  sulfa- 
phenylthiazole. 

The  trend  of  the  pathologic  lesions  ob- 
served in  the  chicken  was  found  to  have 
a rough  parallel  with  the  trend  of  clinical 
experience. 

The  concentrations  of  four  of  these 
drugs  were  determined  in  the  various  tis- 
sues. The  data  showed  strikingly  that  the 
levels  of  these  drugs  in  the  organs  studied 
show  great  variations  from  the  average 
concentrations  in  the  blood. 

From  the  standpoint  of  the  experiments 
on  chickens  and  the  available  clinical  data 
on  peripheral  neuritis,  it  is  the  belief  of 
the  authors  that  any  one  of  the  drugs 
studied  may  occasionally  produce  nervous 
lesions. 

Two  cases  of  peripheral  neuritis  possi- 
bly due  to  sulfathiazole  are  briefly  de- 
scribed. 

Urinary  excretion  of  sulfapyridine  in  the 
rat.  A relationship  of  the  liver  to 
urolithiasis.  John  V.  Scudi  and 
Harry  J.  Robinson.  Am.  J.  M.  Sc., 
Philadelphia,  201:  711-717,  May  1941. 
The  authors  report  the  results  of  studies 
of  the  urinary  excretion  of  sulfapyridine 
in  the  rat.  The  rat,  like  man,  excretes 
the  drug  in  both  the  free  and  acetylated 
forms.  They  describe  the  procedures  of 
their  experiments  in  detail  and  review 
some  of  the  literature  on  urinary  excre- 
tion of  the  drug. 

From  the  results  of  their  experiments 
the  authors  conclude  that  the  following 
steps  seem  to  be  involved  in  the  detoxi- 
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cation  and  urinary  excretion  of  sulfa- 
pyridine:  (1)  It  is  excreted  partly  un- 
changed ; (2)  part  of  it  is  rapidly  acetyl- 
ated  in  the  liver  and  excreted  as  acetyl- 
sulfapyridine ; (3)  part  of  it  is  oxidized 
in  the  liver  to  a liydroxysulfapyridine, 
some  of  which  appears  in  the  urine;  (4) 
part  of  it  is  conjugated  with  glucuronic 
acid  in  the  liver  after  oxidation  to  hy- 
droxysulfapyridine.  This  soluble  product 
appears  in  the  urine. 

The  dosage  level  was  1 gm.  of  sulfa- 
pyridine  in  aqueous  suspension  per  kg. 
of  body  weight,  daily,  for  12  days.  At 
this  dosage  level,  it  was  estimated  that 
as  much  as  40  percent  of  the  free  sulfa- 
pyridine  may  be  present  in  the  form  of 
the  highly  soluble  glucuronate.  The  glu- 
curonic acid  output  was  not  stimulated 
when  sulfanilamide  was  administered. 
When  sulfathiazole  was  administered,  the 
glucuronic  acid  output  was  intermediate 
between  that  following  sulfanilamide  and 
that  following  sulfapyridine. 

Liver  damage  by  phosphorus  poisoning 
was  shown  to  prevent  the  increase  in  glu- 
curonic acid  output  following  sulfapyri- 
dine administration.  The  incidence  of 
uroliths  was  increased  from  10  percent  to 
60  percent  by  phosphorus  poisoning. 
Thus,  in  the  rats  the  damaged  liver  was 
an  important  etiologic  factor  in  uro- 
.lithiasis. 

Comparative  effects  of  sulfonamide  com- 
pounds in  producing  cyanosis  and 
anemia.  Arthur  P.  Richardson.  J. 
Pharmacol.  & Exper.  Therap.,  Balti- 
more, 72:  110,  May  1941. 

Details  of  methods  are  described  by 
which  bacterial  chemotherapeutic  agents 
may  be  compared  for  their  ability  to  pro- 
duce anemia  and  cyanosis  in  mice.  On 
the  basis  of  drug  intake  per  kilo  per  day 
sulfanilamide  was  found  to  be  the  most 
injurious  to  blood,  being  2.1  times  as  in- 
jurious as  sulfapyridine,  4.3  times  as  in- 
jurious as  sulfathiazole,  and  10.9  times 
as  injurious  as  sulfanilylguanidine. 
When  corrections  were  made  of  differ- 
ences in  absorption,  excretion,  molecular 
weight,  and  partition  between  erythro- 
cytes and  plasma,  the  four  compounds 


were  of  approximately  the  same  toxi<  y in 
Cyanosis,  characterized  by  the  forma  mi 
of  sulfhemoglobin,  was  observed  only  v|Bm 
higher  doses  of  sulfanilamide  and  sria 
pyridine.  fifi 


Distribution  of  sulfapyridine  and 
sodium  salt  in  ocular  fluids  and 
sues  after  local  application.  S. 

P’an.  J.  Pharmacol.  & Exper.  Ther 
Baltimore,  72:  May  1941  (Proc. 

Soc.  Pharmacol.  & Exper.  Therap. 
31). 

Following  a technic  described  e 
where  (in  press)  100  mg.  of  finely  i- 
vided  sulfapyridine  was  applied  topic;  ij 
to  one  eye  of  each  of  8 albino  rabbits.  < le 
hour  after  application,  the  concentrate 
of  the  drug  in  the  various  ocular  flii, 
and  tissues  were:  Conjunctiva  47.1±1® 
cornea  30.3  + 6.0,  sclera  10.9±3.6,  aqueis 
humour  4.7+1.2,  and  lens  2.4 ±0.8 
percent.  The  chorioretinal  layers  ;d 
vitreous  humour,  all  tissues  and  fluid:  >f 
untreated  eyes,  and  the  blood  contaid 
no  sulfapyridine. 


Similar  determinations  were 


after  local  application  of  100  mg.  of  i- 


dium  sulfapyridine  to  8 rabbits.  C- 


centrations  of  this  drug  1 hour  la  r 
were:  Cornea  156.7+22.0,  aqueous  ! 
mour  88.3  + 9.7,  conjunctiva  75.8  ± I 
sclera  21.9+5.7,  lens  17.7+2.4,  and  choi 
retinal  layers  11.7  ±4.4.  No  drug  r 
found  in  the  aqueous  humour,  blood, 
in  untreated  eyes. 

No  tissue  reactions  were  observed  i 
lowing  application  of  sulfapyridine. 
eyes  to  which  sodium  sulfapyridine  v 
applied  marked  congestion  and  chemo 
of  the  conjunctiva  appeared  almost  imr 
diately.  These  reactions  did  not  subsi 
until  from  2 to  5 days  after  treatment. 


Sulfapyridine  overdosage — antidotal  i 
tion  of  hypnotics  in  animals.  With 
note  on  sulfathiazole.  Richard  Ko 
Richards.  J.  Lab.  & Clin.  Med.,  f 
Louis,  26:  1256-1261,  May  1941. 

In  order  to  secure  clear-cut  results  wi 
respect  to  toxic  effects  and  their  possit 
management,  the  authors  have  used 
their  experiments  in  rabbits  the  intrav 


ti 


: 
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is  injection  of  a 20-percent  sodium 
iapyridine  solution.  While  500  mg.  per 
pgram  regularly  produced  convulsions, 
mg.  per  kilogram  were  fatal  in  70  per- 
t of  the  animals.  A total  of  1,000  mg. 
kilogram  always  caused  death  from 
jOndary  depression  or  pulmonary  edema 
er  convulsions,  and  1,200  mg.  killed  the 
,mals  within  a few  minutes  following 
lent  tonic  or  clonic  convulsions.  The 
t that  the  convulsions  were  of  the 
ntaneous  type  suggested  that  they 
;ht  be  combated  by  means  of  hypnotics. 
!Jrethane  was  used  in  the  first  experi- 
nts.  The  urethane  was  injected  intra- 
tously  as  a 25-percent  solution  mixed 
h 1,000  mg.  per  kilogram  of  sulfapyri- 
e.  This  amount  of  sulfapyridine  alone 
aid  kill  100  percent  of  the  animals, 
e mortality  was  zero  with  the  use  of 
’i  mg.  per  kilogram  of  urethane,  an 
ount  which,  by  itself,  has  no  noticeable 
uence  on  a normal  rabbit.  With 
aller  doses,  the  protective  action 
tinst  convulsions  was  insufficient ; with 
ger  doses,  the  convulsions  disappeared 
; a general  depression  quickly  devel- 
;d  which  led  eventually  to  respiratory 
•alysis.  Attempts  to  antidote  1,200  mg. 

■ kilogram  of  sulfapyridine  with  a sin- 
urethane  injection  were  unsuccessful. 

e antidotal  effect-  of  sodium  pentobar- 
al  (nembutal)  on  sulfapyridine  con- 
sions  was  studied  in  a similar  way 
1,  in  general,  the  effect  was  similar  to 
it  of  urethane,  but  a definite  antidotal 
ion  was  present  even  against  1,200  mg. 

■ kilogram  of  sulfapyridine.  Death 
ild  be  prevented  only  rarely  with  large 
;;es  of  sodium  bromide  given  orally. 
Similar  experiments  were  carried  out 

dogs.  It  was  found  that  5 mg.  per 
ogram  of  nembutal  added  to  400  mg. 
• kilogram  of  sulfapyridine  prevented 
avulsions  but  not  vomiting,  while  10  to 
mg.  per  kilogram  suppressed  not  only 
; convulsions  but  also  vomiting  and 
ler  signs  of  subjective  discomfort. 
I gs  in  which  convulsions  had  developed 
er  the  administration  of  sulfapyridine 
ild  be  caused  to  sleep  by  the  injection 
a small  amount  of  barbiturate.  These 
imals  recovered  promptly. 


It  was  found,  therefore,  that  death  from 
intravenous  lethal  doses  of  sodium  sulfa- 
pyridine in  rabbits  and  dogs  occurred 
during  or  after  violent  tonic  or  clonic 
convulsions,  and  that  small  doses  of  hyp- 
notics, such  as  urethane  or  nembutal, 
could  inhibit  the  convulsions  and  save 
life.  Subhypnotic  doses  of  the  urethane 
or  nembutal  were  most  effective,  larger 
doses  causing  death  by  adding  to  the  sec- 
ondary depressant  action  of  sulfapyridine. 
Picrotoxin  can  overcome  the  effect  of  this 
summation.  Restlessness,  nausea,  and 
vomiting  following  large  doses  of  sodium 
sulfapyridine  in  dogs  can  be  completely 
eliminated  by  subhypnotic  doses  of  nem- 
butal. 

The  authors  believe  that  the  experi- 
mental results  described  justify  the  trial 
of  sedatives  in  small  doses  in  combination 
with  sulfapyridine  to  alleviate  irritating 
side  effects  of  this  drug  on  the  central 
nervous  system. 

After  this  paper  was  completed,  the 
authors  did  corresponding  work  with 
sodium  sulfathiazole.  They  found  that, 
principally,  nembutal  appears  to  exert 
the  same  effect  in  combination  with  so- 
dium sulfathiazole  as  is  reported  with 
sodium  sulfapyridine. 

Studies  on  the  role  of  Spirochaeta  pal- 
lida in  the  Wassermann  reaction.  I. 
Complement  fixation  in  syphilis,  lep- 
rosy, and  malaria  with  spirochetal 
antigens.  John  A.  Ivolmer,  Clara  C. 
Kast  and  Elsa  R.  Lynch.  Am.  J. 
Syph.,  Gonor.  & Ven.  Dis.,  St.  Louis, 
25:  300-318,  May  1941. 

The  authors  review  briefly  the  litera- 
ture on  antigens  of  Spirochaeta  pallida  in 
complement  fixation  tests.  They  report 
the  results  of  their  investigation  of  anti- 
gens from  alleged  cultures  of  Spirochaeta 
pallida  (Nichols-Hough,  Noguchi,  Kroo, 
and  Reiter  strains),  and  antigens  of  Spi- 
rochaeta macrodentium,  Spirochaeta  mi- 
crodentium,  and  Bacillus  diphtheriae  as 
controls  in  complement  fixation  tests. 
These  studies  were  made  on  serums  of 
normal  persons  and  on  serums  in  cases 
of  syphilis,  leprosy,  and  malaria. 
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The  authors  describe  the  strains  of 
organisms  used,  the  preparation  of  the 
antigens,  the  titration  of  the  antigens, 
the  tests  used,  and  their  results.  The 
Kolmer  complement  fixation,  the  standard 
Kahn,  and  the  Kline  tests  were  employed 
as  control  tests. 

As  a result  of  these  studies,  the  authors 
believe  that  in  syphilis,  leprosy,  and 
malaria  a complement-fixing  antibody  is 
to  be  found  in  the  serums  for  antigens  of 
alleged  cultures  of  Spirochaeta  pallida, 
but  that  this  is  a group  antibody  capable 
of  fixing  complement  with  antigens  of 
Spirochaeta  macrodentium  and  Spiro- 
chaeta microdentium.  Normal  human 
serums  (also,  to  a much  lesser  extent, 
normal  cerebrospinal  fluids)  contain  this 
natural  antibody,  especially  for  Spiro- 
chaeta microdentium.  This  antibody  is 
an  important  factor  in  the  mechanism 
of  complement  fixation  with  antigens  of 
alleged  cultures  of  Spirochaeta  pallida. 

Because  of  this  normal  or  natural 
group  spirochetal  antibody,  the  authors 
believe  that  antigens  of  alleged  cultures 
of  Spirochaeta  pallida  can  yield  a high 
percentage  of  nonspecific  reactions  in 
syphilis  unless  the  amounts  of  antigen 
employed  are  sufficiently  small  to  avoid 
them.  The  authors  predict  that  the  inci- 
dence of  true  positive  complement  fixation 
reactions  with  spirochetal  antigens  in 
syphilis  would  be  far  inferior  to  the 
incidence  of  true  positive  reactions  ob- 
served with  cholesterolized  alcoholic  ex- 
tracts of  beef  heart  commonly  employed 
as  antigen  in  the  Wassermann  test.  They 
have  observed  no  results  justifying  the 
use  of  spirochetal  antigens  iD  the  serum 
diagnosis  of  syphilis. 

The  authors  did  not  use  the  commercial 
antigen  prepared  of  the  Reiter  strain  of 
alleged  Spirochaeta  pallida  known  as 
“Palligen”  and  used  by  Erickson  and 
Eagle.  The  manufacturers  refuse  to 
divulge  the  details  of  the  preparation  of 
the  latter  antigen,  but  it  is  apparently 
prepared  from  the  same  Reiter  strain  as 
that  employed  in  this  investigation.  Pal- 
ligen contains  considerable  debris  which 
was  absent  in  the  antigens  used  in  these 
studies. 
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A rapid  slide  flocculation  test  for  s!>li 
ilis.  Francisco  Mfirquez.  Am!  < 
Syph.,  Gonor.  & Yen.  Dis.,  St.  L>|® 
25:  319-323,  May  1941. 

The  author  describes  the  technic 
slide  flocculation  test  for  syphilis  w 
he  believes  has  the  advantage  of  b 
rapid,  easy,  and  inexpensive.  He  j 
worked  on  the  procedure  for  more  th: 
year  and  has  found  it  to  be  as  sens: 
and  specific  as  the  Kahn  standard  tes 
Marquez  compared  the  Kahn  stani 
with  his  own  test  in  the  examina 
of  1,496  serums.  Of  840  nonsyphi 
serums,  832  (99.1  percent)  were  negai 
and  8 (0.9  percent)  were  falsely  doub 
with  the  Kahn  test.  With  his  own  1| 
836  (99.5  percent)  were  negative,  ar 
(0.5  percent)  were  falsely  doubtful. 
656  known  syphilitic  serums,  the  K 
test  was  positive  in  524  (79.8  perce| 
doubtful  in  38  (5.7  percent),  and  nega? 
in  94  (14.5  percent).  M&rquez’  test  ' 
positive  in  526  ( 80  percent),  doubtfu 
40  (6  percent),  and  negative  in  90 
percent ) . 

The  serology  of  syphilis  and  its  evah 
tion.  F.  Rytz.  Minnesota  Med.,  t, 
Paul,  24:  321-326,  May  1941. 


The  diagnostic  value  of  the  serology! . 
syphilis  has  always  been  controvers  ti 
not  because  the  reactions  are  based  I 
unsound  immunologic  principles  t* 
mainly  because  of  intricate  biologic  - 
terference  with  the  mechanism  of  imr- 
nity,  especially  when  in  vitro  demonst- 
tions  are  attempted. 

The  Wassermann  reaction,  based  i 
complex  immunologic  factors,  has  bo 
the  nucleus  around  which  other  se- 
logic  methods  for  the  detection  of  syphii 
have  developed.  For  the  standardizath 
of  the  complement  fixation  method,  ti 
clinical  diagnosis  has  served  as  a soul 
basis.  But  it  was  observed  that  the  W; 
sermann  test  failed  to  show  positive  ri 
actions  in  some  cases,  especially  in  I 
dents  given  antisyphilitic  treatmei 
Sensitization  efforts  were  attempted,  wi 
some  success.  Modifications  of  the  Wf 
The  flocculation  methods  constitute  t 
sermann  reaction  became  innumerab 
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iore  simple  and  direct  methods  of  test- 
g,  and  the  most  sensitive  of  these  pro- 
cures leave  unrecognized  but  a small 
ircentage  of  the  syphilitic  individuals 
sted.  On  the  other  hand,  the  number  of 
lse  positive  tests  is  relatively  large  both 
r the  flocculation  and  the  complement 
cation  method.  The  preparation  of  the 
jitigen  is  of  great  importance. 

Rytz  describes  a differential  test  and 
e results  obtained  in  syphilitic  rabbits 
jid  in  animals  showing  false  positive 
philis  reactions.  This  test  was  pri- 
mely applied  to  samples  submitted  to 
ytz  by  the  Minnesota  State  Serologic 
valuation  Committee.  There  were  99 
' ood  samples  from  patients  with  a clin- 
al  diagnosis  of  syphilis  or  from  patients 
ith  positive  reactions  to  routine  pre- 
mptive  tests  for  that  disease,  and  70 
■oved  to  have  positive  reactions  to  dif- 
rential  tests.  That  group  had  been 
sated  on  an  average  of  1%  years.  Of  the 
maining  29  blood  samples  from  presum- 
ily  syphilitic  donors,  20  were  from  per- 
ns who  had  been  treated  on  an  average 
r 2%  years  and  showed  more  or  less 
isitive  routine  Rytz  and  Kahn  reactions, 
it  the  differential  tests  were  negative, 
ae  other  9 donors  had  negative  Rytz 
id  Kahn  reactions ; the  differential  test, 
erefore,  was  not  applied.  Among  3,100 
dividuals  presenting  themselves  as 
ood  donors,  32  were  found  to  have  posi- 
re  reactions  to  routine  Rytz  and  Kahn 
sts.  Of  that  group,  25  had  positive  re- 
gions to  the  differential  tests,  and  the 
ajority  gave  a history  of  primary  or 
copdary  syphilitic  lesions.  The  7 cases 
ith  negative  reactions  to  the  differential 
sts  had  weakly  positive  reactions  to 
utine  Rytz  and  Kahn  tests,  and  none 
id  a syphilitic  history. 

The  future  serodiagnosis  of  syphilis 
ill  undoubtedly  call  for  considerably 
ore  time  than  has  been  allotted  for  that 
irpose  in  the  past.  The  newer  form  of 
rodiagnosis  requires  repeated  and  con- 
auous  laboratory  study,  depending  on 
ie  clinical  findings.  From  a serologic 
)int  of  view,  the  first  blood  sample  may 
)t  be  found  satisfactory.  Neither  the 
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result  of  the  routine  tests  nor  the  dif- 
ferential reaction  should  be  definitely  in- 
terpreted on  the  basis  of  a single  exami- 
nation. It  is  in  the  interest  of  social  secu- 
rity that  syphilitic  infection  be  arrested, 
but  it  is  in  the  interest  of  social  justice 
that  as  few  persons  as  possible  be  sub- 
jected to  a hasty  and  incorrect  diagnosis 
based  on  misleading  serologic  findings. 
Differential  and  verification  tests  may  still 
be  in  the  experimental  stage,  but  there 
is  reason  why  the  clinician  should  with- 
hold a final  diagnosis  of  latent  syphilis 
in  cases  with  negative  differential  tests 
and  no  other  indication  of  the  infection 
than  a positive  “routine”  serologic  test 
for  syphilis. 

The  difference  in  reliability  of  the  va- 
rious routine  tests  for  syphilis  appears 
to  be  relatively  slight  in  comparison  with 
the  general  unreliability  of  all  so-called 
routine  tests. 

The  prevention  of  non-specific  and  pre- 
zone reactions  in  the  Wassermann 
test  with  sera  and  spinal  fluids  by  the 
addition  of  egg  albumin  to  the  com- 
plement. John  A.  Ivolmer.  Am.  J. 
Clin.  Path.,  Baltimore,  11:  402^13, 
May  1941. 

Boerner  and  Lukens  have  reported  their 
discovery  that  egg  albumin  is  highly  ef- 
fective in  the  prevention  of  nonspecific 
reactions  sometimes  observed  in  simpli- 
fied and  quantitative  tests  with  normal 
spinal  fluids  (Am.  J.  Clin.  Path.,  11: 
Tech.  Suppl.  pp.  71-74,  March  1941). 
They  suggested  adding  0.2  cc.  of  a 50- 
percent  dilution  of  fresh  egg  albumin  in 
saline  solution  to  each  tube  of  the  Kolmer 
test  of  spinal  fluids. 

Kolmer  states  here  that  he  agrees  with 
Boerner  and  Lukens,  and  he  gives  a sim- 
ple method  for  employing  egg  albumin  in 
solution  with  complement.  He  recom- 
mends the  use  of  egg  albumin-complement 
mixtures  in  the  routine  conduct  of  both 
simplified  and  quantitative  Kolmer  tests 
with  spinal  fluids.  He  also  recommends 
such  mixtures  for  Kolmer  quantitative 
complement  fixation  tests  employing  se- 
rums, when  nonspecific  prezone-like  reac- 
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tions  due  to  complement  are  being  ob- 
served. These  mixtures  are  not  required 
for  Kolmer  simplified  tests  with  serums, 
because  nonspecific  reactions  referable  to 
complement  do  not  occur  in  such  tests. 

Kolmer  states  that  egg  albumin-com- 
plement mixtures  reduce  the  sensitivity 
of  complement  fixation  reactions  with 
both  syphilitic  spinal  fluids  and  serums, 
but  not  sufficiently  to  reduce  materially 
the  incidence  of  positive  reactions. 

Kolmer  tried  complement  diluted  with 
0.5  percent  solutions  of  gelatin  in  saline 
solution  for  the  prevention  of  nonspecific 
reactions  with  spinal  fluids  and  serums, 
but  the  results  were  unsatisfactory.  The 
more  concentrated  solutions  varying  from 
1 to  10  percent  could  not  be  used  because 
the  gelatine  congealed  during  the  period 
of  primary  incubation  in  the  refrigerator. 

Observations  on  infectious  mononucleo- 
sis. Edgar  W.  Warren.  Am.  J.  M. 

Sc.,  Philadelphia,  201:  483-489,  Apr. 

1941. 

The  author  reports  in  detail  the  findings 
in  12  cases  of  infectious  mononucleosis. 
He  states  that  the  whole  question  of  anti- 
body production  in  infectious  mononu- 
cleosis is  obscure  and  complex.  Nonspe- 
cific bacterial  agglutinins  for  typhoid, 
paratyphoid,  undulant  fever,  and  other 
diseases  appear  occasionally.  Falsely 
positive  Wassermann,  Kahn,  and  Eagle 
reactions  are  frequent. 

According  to  the  author,  two  mecha- 
nisms for  these  findings  may  be  postu- 
lated: (1)  The  antibodies  may  be  those 
normally  present  or  previously  acquired 
in  some  manner;  (2)  the  chemical  and 
spatial  structure  of  the  antigens  of  the 
above  conditions  and  of  infections  mono- 
nucleosis may  be  very  closely  related. 

With  the  first  mechanism,  a liberation 
of  preformed  antibodies  could  be  thought 
to  occur.  In  the  second  mechanism,  either 
“typhoid-like”  immune  bodies  might  be 
produced  by  the  antigen  of  infectious 
mononucleosis,  or  the  heterophil  antibody 
itself  may  be  capable  of  agglutinating  the 
bacteria. 

The  author  states  that  it  seems  more 
likely  that  the  heterophil  antibodies  of 


infectious  mononucleosis  represent  crfc 
tain  alterations  in  the  molecular  comp  s :i 
of  the  Forssman  antibody.  That  is,  e 
presence  or  development  of  the  latterji,, 
essential  for  those  of  infectious  mo)|i 
nucleosis. 


The  toxicity  of  bismuth  salts  by  int 
venous  injection.  Torald  Sollmann  e 
Joseph  Seif  ter.  J.  Pharmacol. 

Exper.  Therap.,  Baltimore,  72:  Mil 
1941  (Proc.  Am.  Soc.  Pharmacol,  fe 
Exper.  Therap.  pp.  39-40 ) . 

Fast,  slow,  and  repeated  slow  injectic 
of  water-soluble  ionic  bismuth  compour  |fi 
(sobisminol,  NaBi  citrate,  and  thiols 
mol)  were  made  intravenously  in  rabb 
and  dogs  in  order  to  compare  the  influer 
of  rate  on  toxicity,  symptomatology,  Ai 
journ  of  Bi  in  the  blood  and  distributi 
of  Bi  in  the  organs. 


Slow  injections  decreased  the  renal  t( 
icity  of  sobisminol  and  NaBi  citrate,  i 
that  the  LD6e  obtained  for  fast  injectio 
was  more  than  doubled;  but  the  toxici' 
of  thiobismol  appeared  unaltered.  Divi  , 
ing  the  dose  in  equal  portions  and  injei 
ing  slowly  for  5 successive  days  did  n 
further  decrease  toxicity  in  rabbits.  Li 
bility  to  flocculation  death  decreased 
slow  injections,  especially  in  dogs,  exce'  ■» 
that  slow  injection  of  thiobismol  appeari 
to  be  more  toxic  to  rabbits  than  were  tl 
fast  injections. 

Deaths  occurring  during  or  shortly  a | 
ter  injections  were  typical  of  flocculatio 
Animals  which  died  later  showed  only  tl 
lethargy  of  uremia.  Neither  these  an 
mals  nor  those  which  were  sacrificed  30 1 
60  days  after  injection  developed  any  < 
the  striking  features  observed  with  a< 
ministration  of  more  freely  diffusible  I :! 


■a 

5e 


. 


compounds  (trimethyl  bismuth). 

The  sojourn  of  Bi  in  dogs’  blood  followei 
the  characteristic  rapidly  descending  pa 
abolic  curve  of  crystalloid  substances,  ei 
cept  that  thiobismol  when  injected  slowlj 
behaved  more  like  a colloid. 

The  percent  of  Bi  in  the  organs  para 
leled  the  amount  administered  and  dt 
creased  with  the  time  elapsed  after  ac 
ministration.  Kidney  and  lung  store  B 
more  rapidly  than  liver  and  spleen.  Th 


-! 
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bncentrations  were  15  times  those  ob- 
lined  by  intramuscular  injection  of  sim- 
ar  doses  of  water-soluble  bismuth  com- 
ounds  and  approximately  the  same  as 
lith  like  doses  of  intramuscular  injections 
f the  oil  suspensions. 

he  similarity  in  basic  functions  of  vari- 
1 ous  bismuth  compounds  used  in  the 
therapy  of  syphilis.  N.  M.  Clausen, 
! B.  J.  Longley  and  A.  L.  Tatum.  J. 
Pharmacol.  & Expel’.  Therap.,  Balti- 
more, 72:  May  1941  (Proc.  Am.  Soc. 
] Pharmacol.  & Exper.  Therap.  p.  9). 

i When  the  maximal  tolerated  dose 
iM.  T.  D.)  determined  by  the  intrave- 
|ous  route  was  found  to  be  almost  the 
iime  for  bismuth  sodium  tartrate,  bis- 
fiuth  citrate,  bismuth  ethyl  camphorate, 
■idobismitol,  and  thiobismol,  it  was  de- 
fied to  try  to  determine  the  minimal 
irative  dose  (M.  C.  D.)  for  each  com- 
pound by  the  same  route  in  rabbit  syphi- 
s.  The  purpose  in  using  this  route  of 
Iministration  is  to  abolish  the  obvious 
ictors  of  absorption,  thus  putting  the 
nnpounds  on  a more  common  basis  for 
jmparison.  Using  the  usual  method  of 
opliteal  lymph-node  transfer  as  the  cri- 
;rion  of  cure,  4 out  of  4 compounds  tried 
ere  curative  when  fractions  of  the 
[.  T.  D.  were  given  in  3 weekly  intrave- 
ous  administrations,  each  giving  a 
i.  C.  D.  in  the  neighborhood  of  1 or  2 
lilligrams  per  kilogram.  When  the 
lerapeutic  indices  are  calculated  from 
lese  data,  each  of  the  compounds  ap- 
3ars  to  have  an  index  between  1 and  3. 
.ence,  methods  have  been  presented 
hich  have  better  enabled  comparison  of 
ie  toxicity  and  therapeutic  efficiency  of 
irious  bismuth  compounds  on  a more 
)mmon  basis  than  has  been  accomplished 
Isretofore.  From  the  data  presented, 
irther  evidence  has  been  developed  to 
ipport  the  contention  that  the  various 
’ismuth  compounds  ultimately  act  in  a 
mrnon  manner. 

amage  to  the  optic  tract  produced  in 
monkeys  by  tryparsamide.  B.  J.  Long- 
ley,  N.  M.  Clausen,  F.  A.  Davis,  M. 
E.  Nesbit  and  A.  L.  Tatum.  J.  Phar- 
macol. & Exper.  Therap.,  Baltimore, 
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72:  May  1941  (Proc.  Am.  Soc.  Pharma- 
col. & Exper.  Therap.  pp.  27-28). 

Since  disturbances  in  vision  result  oc- 
casionally from  the  clinical  use  of  certain 
arsenical  drugs,  it  seemed  highly  desir- 
able to  attempt  to  reproduce  such  an  ac- 
tion in  laboratory  animals.  Five  rhesus 
monkeys  were  treated  with  increasing 
doses  of  tryparsamide.  Four  of  the  5 
which  received  higher  doses  became 
blind.  The  blindness  was,  for  all  practi- 
cal purposes,  complete  except  for  the  light 
reflex,  which  was  maintained.  There 
was  a paling  of  the  optic  nerve  head  and 
a searching  nystagmus.  Histologic  stud- 
ies are  in  progress.  Other  compounds 
studied  include  acetarsone  and  atoxyl. 
These  compounds  produced  more  muscu- 
lar weakness  and  incoordination  than  did 
tryparsamide  but,  in  the  relatively  short 
period  of  observation,  have  not  produced 
blindness. 

The  diagnostic  value  of  the  colloidal 
carbon  flocculation  test  in  spinal  fluid. 

Paul  B.  Szanto,  Samuel  Burack  and 
Oscar  Kreisler.  J.  Lab.  & Clin.  Med., 
St.  Louis,  26:  1349-1351,  May  1941. 

The  authors  have  used  the  colloidal 
carbon  flocculation  test  for  spinal  fluid 
in  cases  of  neurosyphilis,  as  modified  by 
Schube  and  Harms  with  the  exception 
that  they  found  that  4 tubes  gave  suffi- 
ciently accurate  results. 

They  examined  268  patients,  of  whom 
156  had  general  paresis.  In  every  non- 
syphilitic case  the  test  was  negative.  In 
141  of  the  156  cases  with  positive  spinal 
Wassermann  reaction  the  test  was  also 
positive,  a percentage  of  90.4. 

Comparison  with  the  gold  sol  test 
showed:  In  44  cases  with  typical  first 
zone  cure,  the  colloidal  carbon  floccula- 
tion test  was  always  positive ; in  51  cases 
with  a middle  zone  curve,  it  was  positive 
in  49  cases,  and  in  10  cases  with  an  end 
zone  curve,  it  was  positive  in  8 cases.  In 
47  treated  cases  with  a negative  Lange 
but  positive  Wassermann  test,  the  test 
was  positive  in  36  cases.  Comparison 
with  the  Takata-Ara  test  showed : Among 
134  cases  of  general  paresis,  in  104  cases 
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where  the  Takata-Ara  test  was  positive, 
the  colloidal  carbon  flocculation  test  was 
positive  in  102  cases.  In  31  cases  with 
negative  Takata-Ara  reaction,  the  test 
was  positive  in  25  cases. 

From  these  data,  the  authors  say  that 
the  colloidal  carbon  flocculation  test  ap- 
pears to  be  more  sensitive  than  the  Lange 
and  Takata-Ara  tests.  The  test  continues 
to  be  positive  in  treated  cases  of  general 
paresis  where  the  Ross- Jones  test,  cel] 
count,  and  Lange  test  are  already  normal. 
The  cases  tested  gave  no  “false-positive” 
results.  Because  of  the  simplicity  of  the 
lest  it  can  be  used  where  ordinary  labora- 
tory facilities  are  not  available. 

The  development  of  the  agent  of  lym- 
phogranuloma venereum  in  the  yolk 
sac  of  the  chicken  embryo.  Geoffrey 
Rake,  Helen  Jones  and  Morris  F.  Shaf- 
fer. (Abst.  of  paper  given  at  Ann. 
Meet,  of  Am.  Soc.  Exper.  Path.,  Apr. 
17-19,  1941).  Am.  J.  Path.,  Ann  Arbor, 
17 : 460-461,  May  1941. 

The  agent  of  venereal  lymphogranu- 
loma, when  introduced  into  the  yolk  sac 
of  the  developing  chicken  embryo,  pro- 
duces an  infection  fatal  to  the  embryo 
in  from  3 days  to  2 weeks.  Studies  on 
the  distribution  of  the  virus  by  transfer 
to  a new  series  of  embryos  by  the  yolk 
sac  route  show  that  the  virus  is  present 
in  large  quantities  in  the  wall  of  the  yolk 
sac  and  in  the  yolk  itself.  The  develop- 
ment of  the  agent  in  the  wall  of  the  yolk 
sac  has  been  investigated  by  means  of 
histologic  sections  and  alcohol-fixed  im- 
pression smears.  The  pathologic  picture 
consists  essentially  of  the  development, 
within  the  yolk  cells,  of  small  foci  of 
dark-staining  bodies  which  increase 
rapidly  in  number  and,  concurrently,  de- 
crease somewhat  in  size  until  the  cyto- 
plasm of  the  distended  yolk  cell  is  filled 
with  small  particles.  These  bodies  are 
apparently  identical  with  the  granulocor- 
puscles  of  Miyagawa  and  appear  to  be 
elementary  bodies  of  the  agent.  Definite 
correlation  has  been  found  between  the 
development  of  the  virus  (as  shown  by 
pathologic  preparations)  and  titrations 
of  the  yolk  sac  for  infectivity. 
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Non-pathogenicity  of  gonococci  irl 
larger  animals.  Ray  E.  Trussel  .»cL  ■ 
S.  H.  McNutt.  Proc.  Soc.  Exper.  EMat 
& Med.,  Utica,  46:  547-549,  Apr.  lSIbin 


Practically  all  common  laboratory  :,i-'a 
mals  have  been  inoculated  by  natural  Adi  hi 
unnatural  routes  and  the  results  have  b am 
almost  uniformly  discouraging.  The  d a it 
given  here  summarizes  a series  of  t 
tempts  to  infect  5 species  of  dome: 
animals  by  the  inoculation  of  a pure  < 
ture  of  Neisseria  gonorrhoeae  intravs 
rially  or  into  the  conjunctival  sac. 

Three  heifers,  5 female  goats,  4 ewe: 
sows,  1 mare,  2 bull  calves  and  1 b 


were  utilized  as  experimental  anim: 


Inoculations  were  made  by  saturate 


sterile  swabs  with  a freshly  prepaid 


saline  suspension  of  a pure  culture  4 


Neisseria  gonorrhoeae  and  inserting  e 
swabs  deep  into  the  vaginas  of  the  fern  e 
animals  or  beneath  one  lower  eyej. 
Cultures  from  the  inoculated  areas  w e 


li 


made  with  sterile  swabs  every  2 to  3 da). 

No  gonococci  were  recovered  from  a? 
of  the  inoculated  animals.  Each  anin 
was  observed  for  from  6 to  24  days.  Fcr 
to  seven  cultures  for  each  animal  w<? 

§3 


made. 


PUBLIC  IIE  ALT] 
ADMINISTRATION 


Awards  for  tuberculosis  and  syphi 
control  programs.  News  item. 

Rec.,  New  York,  153:  331,  May  7,  19: 

Two  special  contests  were  conducted 
the  United  States  Chamber  of  Commer 
in  cooperation  with  the  American  Pub! 
Health  Association,  in  connection  wi 
the  annual  Inter-Chamber  City  Heal 
Conservation  Contest.  These  contes! 
were  for  the  most  effective  tuberculos 
and  syphilis  control  programs.  Hartfor 
Connecticut,  and  Newton,  Massachusetl 
received  the  award  for  the  most  effecti’ 
tuberculosis  control  programs.  Chicag 
Louisville,  Memphis,  and  Pasadena  r 
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ived  the  award  for  the  most  effective 
iphilis  control  programs.  The  grading 
mmittee  consisted  of  a group  of  nation- 
■ly  known  health  experts,  with  Dr.  W.  S. 

, inkin,  of  Charlotte,  N.  C.,  as  chairman. 

le  high  cost  of  neurosyphilis.  Edi- 
torial. E.  H.  Lee.  J.  Nat.  M.  A.,  New 
i York,  33:  133-134,  May  1941. 

'Neurosyphilis  has  been  somewhat  neg- 
ated in  the  intensified  drive  against 
philis.  This  is  probably  due  to  the  fact 
'at  it  is  comparatively  noninfectious  and 
at,  therefore,  it  is  not  a growing  men- 
e.  But  if  looked  at  from  the  dollar- 
d-cents  point  of  view  it  is  a serious 
oblem.  Approximate  figures  from  one 
the  southern  States  show  that  there 
e 6,000  Negro  mental  cases  in  its  insti- 
tions.  Of  these  it  is  conservatively  esti- 
ited  that  20  percent,  or  1,200  patients, 

1 ve  neurosyphilis.  At  $2.00  per  day 
fr  the  care  of  each  patient,  over  three- 
larths  of  a million  dollars  of  taxpayers’ 
)ney  would  be  spent  in  this  one  State 
nually.  For  the  13  or  14  other  States, 

I this  rate,  the  cost  of  neurosyphilis 
mid  easily  reach  a total  of  about  $13,- 
'0,000  annually,  or  nearly  $40,000,000 
r a 3-year  period.  It  is  important,  then, 
,at  the  problem  of  neurosyphilis  be  con- 
lered  as  an  important  part  of  syphilis 
ntrol  in  general.  In  order  to  decrease 
incidence  adequate  treatment  of  sys- 
nic  syphilis  must  be  given,  and  no  case 
treated  syphilis  can  be  considered 
red  without  an  examination  of  the 
inal  fluid. 

otection  of  soldiers,  sailors,  and  work- 
ers from  syphilis  and  gonorrhea.  II. 
The  citizen’s  part.  Rogers  Deakin. 
J.  Social  Hyg.,  New  York,  27:  186-190, 
Apr.  1941. 

Not  all  the  problems  which  have  to  do 
th  the  treatment  and  control  of  syphilis 
gonorrhea  are  purely  medical  in  their 
ture.  Many  factors  enter  into  the  re- 
onse  of  an  individual  infected  with  a 
nereal  disease  beside  the  reaction  of 
Is  blood  or  the  rapidity  with  which  his 
ltures  become  negative.  Research  into 
havior,  attitudes,  family  relationships 
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and  the  many  variables  which  combine  to 
influence  an  individual’s  actions  play  an 
important  part  in  the  program  to  combat 
the  venereal  diseases.  Those  persons  who 
are  endeavoring  to  discover  not  only  how 
to  find  venereal  disease  patients  but  also 
how  to  enlist  the  patients’  active  cooper- 
ation are  doing  a work  of  inestimable 
value. 

In  a certain  clinic,  before  any  attempt 
at  social  control  was  made,  just  2.5  per- 
cent of  patients  with  gonorrhea  stayed 
under  treatment  until  cured.  Since  the 
program  was  started  which  considered 
the  patient  as  a sick  individual  rather 
than  just  another  case,  75  percent  of  the 
cases  have  been  kept  under  observation 
until  cured. 

Many  citizens  are  busy  in  protecting 
others  from  syphilis  and  gonorrhea.  Phy- 
sicians are  devoting  a large  part  of  their 
time  to  the  study  and  teaching  of  these 
diseases.  The  members  of  the  Social  Hy- 
giene Association  are  expending  much  ef- 
fort in  fostering  a clearer  understanding, 
and  the  country  as  a whole  is  not  over- 
looking the  vital  part  that  venereal  dis- 
eases play  in  the  efficiency  of  a defense 
program. 

For  obstetricians  to  ponder.  Quart. 

Bull.  City  of  New  York  Depart.  Health, 

9:  30-32,  May  1941. 

A follow-up  of  birth  certificates  of  the 
past  9 months  indicates  that  about  10  per- 
cent of  the  pregnant  women  in  New  York 
City  reached  the  time  of  delivery  without 
having  a blood  test  for  syphilis  during 
pregnancy. 

During  the  first  quarter  of  1941  the 
total  number  of  births  was  27,122.  On 
25,733  of  the  birth  certificates  the  sero- 
logic test  for  syphilis  of  the  mother  was 
reported  as  negative.  Of  the  remaining 
1,389  certificates,  222  reported  a positive 
test,  while  1,167  failed  to  report  any  sero- 
logic test.  All  of  the  1,389  births  were 
investigated  by  medical  epidemiologists, 
and  the  results  are  shown  in  a table.  It 
is  shown  that  163  of  the  222  cases  with 
positive  reactions  have  a case  report  on 
file ; 34  are  under  treatment.  Among  the 
reasons  for  no  tests  being  done  are  given  : 
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Negative,  not  reported,  46;  positive,  not 
reported,  3 ; no  prenatal  care,  847 ; emer- 
gency, 87 ; impossible  to  test,  8 ; patient 
refused,  64,  of  whom  47  were  reported  by 
private  physicians. 

It  is  felt  that  the  reasons  for  not  sup- 
plying information  regarding  the  test  for 
syphilis  in  the  mother  are  most  unsatis- 
factory. Even  though  the  mother  has  not 
had  prenatal  care,  the  birth  attendant 
should  see  that  a specimen  of  the  blood 
is  taken  at  the  time  of  delivery.  With 
proper  explanation  of  the  value  of  the  test 
to  both  the  mother  and  the  baby,  it  is 
difficult  to  believe  that  47  out  of  279  moth- 
ers delivered  by  private  physicians  would 
refuse  to  have  the  test  performed.  It 
also  seems  strange  that  7 private  phy- 
sicians should  report  that  they  could  not 
get  into  the  vein. 

Syphilis  in  pregnant  women.  Ella  A. 

Macknight.  M.  J.  Australia,  Sydney, 

1 : 478-480,  Apr.  19,  1941. 

The  results  of  routine  Wassermann 
tests  made  on  pregnant  women  attending 
the  Queen  Victoria  Hospital,  Melbourne, 
are  given — series  I covering  from  July  1, 
1932,  to  November  25,  1936,  and  series  II 
from  July  1,  1937,  to  December  31,  1940. 
The  procedure  is  to  take  blood  for  a Was- 
sermann test  on  a patient’s  first  visit  to 
the  antenatal  clinic.  In  cases  of  emer- 
gency, as  when  the  patient  is  admitted  in 
labor,  blood  from  the  umbilical  cord  is 
used  for  tbe  test.  Tbe  number  of  such 
emergency  cases,  however,  is  very  small ; 
in  series  II  in  a total  of  4,300  cases  only 
64  results  were  from  the  cord  blood  alone. 

The  general  incidence  of  syphilis  is  low. 
In  the  total  of  13,644  patients  in  both 
series,  there  were  133  with  positive  Was- 
sermann reaction  of  whom  23  were  con- 
sidered as  not  syphilitic,  which  left  110 
(0.8  percent)  as  probably  syphilitic. 
None  of  the  23  patients  considered  as  not 
syphilitic  gave  a history  suggestive  of 
syphilis  nor  showed  any  signs  of  syphilis. 
The  110  syphilitic  cases  include  3 of  sec- 
ondary, 71  of  latent,  and  4 of  congenital 
syphilis,  and  8 patients  with  a history  of 
previous  treatment,  4 under  treatment  at 
onset  of  pregnancy,  and  20  on  whom  only 
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one  positive  reaction  was  obtained  pc 
no  subsequent  tests  made. 

From  63  treated  patients  ( treatmen  ofe 
variable  length — no  details  given)  tl 
were  59  live  babies,  and  from  21 
treated  patients  16  live  babies.  In  se  | 

II  there  were  2 miscarriages  among 
treated  women  and  1 (induced)  mis< 
riage  among  the  4 untreated  women, 
both  series  there  were  2 stillborn  bal 
for  the  treated  women,  and  3 stillffi 
babies  and  1 which  lived  a few  hours 
the  untreated  women. 

Continuous  treatment  was  used.  If 
diagnosis  was  not  made  until  the  las 
months  of  pregnancy,  concurrent  weeyi; 
injections  of  novarsenobillon  and  bism  tj 
were  given ; if  the  diagnosis  was  m;j|. 
earlier,  overlapping  novarsenobillon  ftk 
bismuth  courses  were  used. 


Some  effects  of  the  law  requiring  p-i 
marital  examinations.  Illinois  Heai 
Messenger,  Springfield,  13:  69,  A] 
15,  1941. 


In  the  3%-year  period  up  to  Decemlc 
31,  1940,  189,846  blood  specimens  hti 
been  tested  under  tbe  premarital  exai- 
nation  law  in  the  laboratories  of  the  I 
nois  Department  of  Public  Health.  : 
that  number,  2,615 — or  about  14  r 
1,000 — showed  positive  evidence  of  syp1 
ilitic  infection.  Since  only  about  one-h;' 
of  the  specimens  taken  for  this  purpc 
are  sent  to  the  State  laboratories,  it 
safe  to  presume  that  at  least  5,000  cas 
of  syphilis  have  been  detected  in  the  Sts: 
because  of  the  premarital  examinati 
law.  It  has  been  estimated  that  15  to 
percent  of  untreated  cases  of  syphilis  t< 
minate  in  disorders  of  the  nervous  syste 
and,  therefore,  a great  many  potential 
serious  consequences  have  been  preventi 
by  the  discovery  of  the  5,000  infecb 
persons. 

Since  the  adoption  of  the  1939  amen 
ments  to  the  law,  163  pregnant  unmarrii 
women  have  been  granted  the  privilej 
of  marriage  in  spite  of  evidence  of  infe 
tion  with  venereal  disease  in  one  or  oth< 
of  the  parties.  The  woman  was  infectt 
in  76  of  these  cases  and  the  man  in  8 
Seventeen  cases  were  infected  with  goi 
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s-hea  and  146  with  syphilis.  All  but  6 
the  163  cases  occurred  in  Cook  County. 
tfAlso  since  1939  the  privilege  of  mar- 
Ige  has  been  granted  to  304  persons  in 
Worn  the  blood  tests  were  positive  but 
1 10,  in  the  opinion  of  the  physician,  were 
longer  likely  to  spread  the  infection, 
e majority  of  these  cases  were  also  in 
ok  County,  only  8 cases  occurring  down- 
ite. 

There  were  162,259  tests  done  in  the 
ite  diagnostic  laboratories  for  gonor- 
ja  in  connection  with  the  premarital 
imination.  Of  these,  967,  or  about  6 
1: 1,000,  gave  positive  results. 

The  volume  of  work  done  in  the  State 
(oratories  has  increased  greatly.  The 
mber  of  blood  tests  for  syphilis  has  in- 
sased  from  46,968  in  1938  to  70,733  in 
10,  and  tests  for  gonorrhea  from  36,337 
1938  to  67,488  in  1940.  The  cost  to  the 
'ate,  at  the  1940  rate,  is  about  $40,000 
|r  year. 

ie  industrial  clinic  and  its  functions. 
A.  G.  Kammer.  Fourth  Saranac  Labo- 
ratory Symposium  on  Silicosis,  June 
119-23,  1939.  Pages  112-136. 

In  examining  clinic  for  employees  and 
aplicants  for  employment  was  estab- 
ihed  by  the  Inland  Steel  Company  at 
I Indiana  Harbor  Works  in  January 
1336,  as  part  of  a program  to  study  plant 
(lalth  problems  under  the  supervision  of 

Ie  Saranac  Laboratory  field  staff.  This 
iustrial  clinic  was  not  in  existence  long 
flfore  it  became  apparent  that  a great 
• al  of  consideration  wovdd  have  to  be 
Wen  to  the  subject  of  syphilis. 

Each  examinee  was  given  a presump- 
'e  Kahn  test.  This  test  was  too  sensi- 
'e  to  be  relied  on  entirely.  Specimens 
'<  owing  a positive  Kahn  presumptive 
action  were  tested  further  by  the  Kahn 
undard,  the  two  Kline,  and  the  Eagle 
5ts.  Thus,  three  highly  specific  and 
'o  very  sensitive  tests  were  used. 

Of  10,000  employees  and  applicants  for 
'lployment  tested  consecutively,  482 
.82  percent)  had  syphilis.  Among  em- 
ayees  tested,  about  5 percent  had  syph- 
s;  and  among  applicants  for  work,  4 


percent  had  the  disease.  The  disease 
was  suspected  from  the  histories  given 
in  11  (2.28  percent)  of  the  482  cases. 
Physical  findings  indicating  syphilis  oc- 
curred 82  times  (17.0  percent).  The 
signs  most  frequently  found  were  geni- 
tal scars,  changes  in  pupillary  reflexes, 
widened  aorta  as  determined  by  percus- 
sion and  chest  X-ray  studies,  and  basal 
cardiac  murmurs.  There  remained  389 
(80.7  percent)  who  would  have  been 
missed  if  all  examinees  had  not  been 
subjected  to  the  serologic  tests. 

Workers  found  to  have  syphilis  were 
urged  to  report  to  their  personal  physi- 
cians for  treatment.  A letter  of  refer- 
ence, listing  the  findings  in  the  complete 
examination,  was  sent  to  the  attending 
examining  doctor  or  clinic  in  each  case. 
The  patients  were  recalled  to  the  exam- 
ining clinic  every  3 months  for  the  pur- 
pose of  repeating  all  the  serologic  tests. 
Reports  of  the  findings  were  mailed  to  the 
physicians  treating  the  patients,  and  re- 
quests were  made  for  statements  of  the 
amount  of  treatment  given  during  the 
3-month  period.  An  attempt  was  made  to 
have  each  worker  witii  latent  syphilis 
receive  a total  of  70  injections  of  neoars- 
phenamine  and  70  injections  of  one  or 
more  heavy  metals  in  an  unbroken  series. 
The  opinion  held  by  the  clinic  staff  mem- 
bers is  that  the  program  is  not  a complete 
success.  It  is  probably  true  that  the 
treatment  of  syphilis  in  industrial  work- 
ers should  be  given  in  free  or  part-pay 
municipal  clinics. 

In  the  discussion  Kammer  stated  that 
for  a few  years  all  applicants  for  work 
at  the  Inland  Steel  Company  who  were 
found  to  have  syphilis  were  rejected  for 
employment.  After  a complete  survey  of 
all  men  already  employed  was  made  and 
it  was  found  that  the  incidence  of  syphilis 
was  not  excessive  and  that  the  cases  were 
amenable  to  treatment,  selected  applicants 
with  syphilis  were  employed. 

The  Development  of  Public  Health  in 

Canada.  Public  health  in  Quebec. 

Elz.  Pelletier.  Canadian  Public  Health 

Association,  Toronto,  1940,  pp.  14,  17, 

23. 
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Venereal  diseases  were  made  the  sub- 
ject of  legislation  in  Quebec  in  1865.  By 
the  Act  29,  Victoria,  c.  8,  medical  inspec- 
tion of  prostitutes  was  provided  in  Que- 
bec, L6vis,  Montreal,  Sorel,  Chambly,  and 
in  any  other  locality  which  the  governor 
might  designate.  The  law  was  to  lapse 
after  5 years. 

In  1920,  the  Provincial  Government  of 
Quebec  having  accepted  the  Canadian 
Federal  Government’s  offer  of  $47,388  a 
year  for  antivenereal  disease  work  with 
the  understanding  that  the  Province 
would  contribute  an  equal  amount,  the 
Division  of  Venereal  Diseases  was  cre- 
ated, with  laboratory  facilities  at  Mon- 
treal and  Quebec.  These  funds  provided 
facilities  throughout  the  province  for  the 
treatment  of  all  cases  and  for  an  active 
program  of  public  education  through  lec- 
tures and  pamphlets.  Because  of  the 
gradual  decrease  of  the  Canadian  Govern- 
ment’s subsidy  and  its  discontinuance  in 
1931,  the  educational  program  was  cur- 
tailed and  the  available  funds  utilized  for 
new  treatment  centers.  By  1931,  82  treat- 
ment centers  had  been  provided  for  those 
who  could  not  meet  the  expenses  of  treat- 
ment by  their  own  physician  and  who 
could  receive  treatment  free  through  the 
dispensary  if  they  were  temporarily  un- 
able to  pay. 

Valuable  social  data  have  been  col- 
lected, indicating  that  the  source  of  infec- 
tion in  37  percent  of  the  cases  was  from 
commercialized  prostitution ; from  clan- 
destine prostitution,  45  percent ; congeni- 
tal, unknown  or  accidental  infections,  11 
percent ; and  in  marriage,  7 percent.  The 
services  of  the  provincial  laboratory  are 
free.  In  1938,  224,278  treatments  were 
given  in  the  dispensaries  with  106,483 
injections,  and  a grand  total  of  145,228 
blood  tests  and  bacteriologic  examina- 
tions were  made  in  the  provincial 
laboratories. 

The  Development  of  Public  Health  in 

Canada.  Public  health  in  Ontario. 

J.  T.  Phair.  Canadian  Public  Health 

Association,  Toronto,  1940,  pp.  82-83. 


Following  the  report  of  a Royal  ( m 
mission  appointed  to  study  the  contr<  o: 
venereal  diseases  in  Ontario,  legisla  oi 
was  enacted  in  1918  and  a compreher  i.vi 
program  was  undertaken.  The  need’oi 
a special  division  in  the  Provincial  B<  rd 
of  Health  was  soon  evident,  and  in  2( 
the  Venereal  Disease  Division  was  forjjd 
In  1924  it  was  incorporated  into  the)i 
vision  of  Preventable  Diseases,  and  ir 
ing  1939  it  was  again  made  a sepa  .te 
division. 

For  the  work  of  venereal  disease  |n- 
trol,  $115,000  was  voted  by  the  Prov  ce 
in  1920.  Half  of  this  sum  was  Ontan’s 
share  of  $200,000  granted  by  the  Csa- 
dian  Federal  Government  for  venereal  s- 
ease  control.  The  Federal  assistance  is 
continued,  although  on  a reduced  bs  .s, 
until  1932.  Since  that  time  an  amai 
sum  of  $102,000  has  been  made  avail!  le 
for  venereal  disease  control. 

Nineteen  clinics  for  the  treatments 
venereal  diseases  were  established  in  le 
larger  centers  throughout  the  provhe 
and  financed  by  the  division.  Tine 
clinics  serve  approximately  40  percenDf 
the  population  of  the  province.  For  te 
remainder  of  the  province,  arrangeme  s 
are  made  for  the  treatment  of  indige  s 
by  physicians  under  the  supervision  4 
the  medical  officer  of  health.  A set  scbl- 
ule  of  fees  has  been  adopted,  and  75  p- 
cent  of  the  cost  is  borne  by  the  provinc  .1 
health  department.  Further  Federal 
sistance  in  the  provision  of  arsenil 
drugs  since  1938  has  in  part  made  p - 
sible  this  assistance  to  the  municipalits 
without  increase  of  appropriation.  1 : 
clinics  treat  more  than  10,000  cases  C 
syphilis  and  gonorrhea  each  year. 

Drop  in  disease  rate  traced  to  State  oc- 
troi. San  Francisco  Examiner,  May  , 

1941.  California  and  West.  Med.,  Si 

Francisco,  54 : 279,  May  1941. 

A decrease  of  42.7  percent  in  the  nu 
ber  of  cases  of  early  syphilis  was  report 
to  the  California  Medical  Association 
Merrill  of  the  California  State  Depa: 
ment  of  Public  Health  on  May  6,  194 
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-lerrill  attributed  the  decrease  to  the 
State's  syphilis  control  program,  now  in 
|:s  fifth  year.  He  said  that,  of  98,789 
sien  examined  by  doctors  of  California 
raft  boards,  2,907  (2.95  percent)  had 
Positive  tests. 

1 He  reported  that  premarital  and  selec- 
ave  service  regulations  have  increased 
'■ ) 300,000  yearly  the  number  of  tests 
1 ade,  with  an  annual  discovery  of  6,000 
ises. 


he  Slossfield  Health  Center.  An  ex- 
ii  ample  of  local  medical  service  for 
at  mothers  and  children  under  public 
Si  health  auspices.  Walter  H.  Maddux, 
ill  Am.  J.  Pub.  Health,  New  York,  31 : 
r 481-186,  May  1941. 


The  Slossfield  Health  Center,  a part  of 
a e Slossfield  Community  Center  in  Bir- 
~ ingham,  Ala.,  was  opened  July  1,  1939, 
' the  Jefferson  County  Board  of  Health 
1 ith  the  cooperation  of  other  agencies, 
s function  is  to  provide  (for  Negroes 
'ing  in  a specified  area)  maternity  and 
ild  health  service,  a tuberculosis  con- 
d1  program,  and  diagnostic  and  thera- 
; utic  care  of  persons  with  venereal  dis- 
ses.  It  is  estimated  that  50,000  Ne- 
■ oes,  approximately  half  of  the  Negro 

14  pulation  of  Birmingham,  live  within 

!<  ^ 


5 area  served  by  the  center. 

fhis  is  an  outgrowth  of  the  industrial 


;; 


alth  plan  of  the  American  Cast  Iron 
oe  Company,  organized  18  years  ago  to 


•ve  the  health  needs  of  the  workers  and 
Oir  families.  About  2 years  ago,  the 
Psident  of  the  company  in  cooperation 
'th  city  and  State  authorities,  devel- 
(?d  a plan  for  the  community  center. 
re  city  of  Birmingham  gave  a tract  of 
jJl  d.  The  Works  Projects  Administra- 
tion constructed  buildings  for  the  health 
M maternity  clinics  and  for  the  educa- 
taal  and  recreational  activities.  The 
-tional  Youth  Administration  provided 

- 

I sonnel  for  the  educational  and  recre- 
amal  activities.  The  Jefferson  County 
lird  of  Health  made  provision  for  ma- 
bial  and  child  health  and  venereal  dis- 
0 e clinics.  The  Jefferson  County  Anti- 
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Tuberculosis  Association  and  its  Negro 
subsidiary,  the  Birmingham  Health  Asso- 
ciation, made  provision  for  tuberculosis 
control  clinics.  The  Julius  Rosenwald 
Fund  provided  funds  to  equip  the  health 
center  and  to  train  personnel.  The  Ala- 
bama Department  of  Public  Health  made 
available  Social  Security  funds  to  pay 
physicians  for  clinic  work  and  later  addi- 
tional maternal  and  child  health  funds  to 
provide  staff  and  equipment  for  the  ma- 
ternity clinic.  The  Children’s  Bureau 
loaned  a Negro  pediatrician  from  its  staff 
to  be  medical  director  of  the  health  cen- 
ter. Financial  aid  for  many  “extras”  has 
come  from  a local  community  chest  sup- 
ported by  Negroes  of  the  area. 

In  1937,  the  area  now  served  by  the  cen- 
ter had  but  one  clinic  period  for  prenatal 
service  and  one  for  child  health  each 
week.  A syphilis  clinic  was  opened  in 
January  1939.  After  the  health  center 
opened,  21  weekly  clinic  periods  were  pro- 
vided. Legal  residence  in  the  area  and 
inability  to  pay  for  private  medical  serv- 
ices are  the  requirements  for  admission 
to  the  center  as  established  by  the  Jeffer- 
son County  Board  of  Health. 

The  medical  staff  consists  of  the  full- 
time medical  director  (a  pediatrician),  4 
senior  medical  consultants  (white  physi- 
cians), 8 Negro  clinicians  paid  5 dollars 
per  2-hour  clinic  period  (venereal  disease 
or  maternal  and  child  health)  by  the  Jef- 
ferson County  Board  of  Health.  In  addi- 
tion, there  are  29  other  Negro  employees, 
including  one  junior  obstetric  consultant, 
one  dentist,  a medical  social  woi’ker,  a 
resident  supervisory  nurse,  6 public  health 
nurses  scheduled  to  assist  at  clinics  as 
part  of  their  general  community  services, 
and  a clerk.  The  rest  of  the  staff  is  sup- 
plied by  the  Work  Projects  Administra- 
tion and  the  National  Youth  Administra- 
tion. 

The  medical  clinic  is  diagnostic  and 
serves  primarily  to  discover  cases  of  syph- 
ilis. Patients  found  to  be  nonsyphilitic 
but  who  need  treatment  for  other  condi- 
tions are  referred  elsewhere. 
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RAPID  APPRAISAL  OF  SULFONAMIDE  DRUGS 
IN  THE  TREATMENT  OF  GONORRHEA  IN  THE  MALE 

MONTHLY  REPORT 

DISAPPEARANCE  OF  SYMPTOMS 

BY  END  OF  FOURTH  WEEK  OF  OBSERVATION 


SEVERE  PATIENTS 
REACTIONS  STILL 

UNDER  RX. 

% % 

2.7  70 


DRUG 


SULFATHIAZOLE 


NO  DISCHARGE 
2 GLASS- 
CLEAR  0 

% 

8 6 


6.3  so  SULFAPYRIDINE  9 3 


AILABLE  7 0 SULFANILAMIDE  6 3 


NO  DISCHARGE 
2 GLASS  - CLEAR 
FOR  14  OAYS  OR  MORE 


NO  DISCHARGE 
2 GLASS  - CLEAR 
FOR  LESS  THAN  14  DAYS 


DISCHARGE  OR 
2 GLASS  - CLOUDY 


SULFATHIAZOLE 

LABORATORY  FOLLOW-UP  IN  INDICATED  PERIODS 
ON  PATIENTS  SHOWING  NO  DISCHARGE  AND  CLEAR  2 GLASS  TEST  FOR  14  DAYS 


STATUS  AFTER  TWO  WEEKS’  FOLLOW  - UP 


STATUS  AFTER  THREE  WEEKS' FOLLOW-UP 


80 


40 


RELAPSES  NO  TESTS 


3 OR 
MORE 

NEGATIVE  CULTURES 


LESS 
THAN  3 


LESS  3 OR 

THAN  3 MORE 

RELAPSES  NO  TESTS  NEGATIVE  CULTURES 


NEW  DRUGS 

RAPID  APPRAISAL  REPORTS  ARE  PUBLISHED  EACH  MONTH  ONLY  FOR  DRUGS  IN  GENERAL  USE.  RESULTS 
WITH  NEW  DRUGS  INTRODUCED  FOR  CLINICAL  EXPERIMENTATION  ARE  COMMUNICATED  DIRECTLY  TO  THE 
RESEARCH  CLINICS  AND  TO  THE  PHARMACEUTICAL  LABORATORY  MANUFACTURING  THE  DRUG.  THIS  INFORMATION 
IS  AVAILABLE  TO  OTHERS  UPON  REQUEST. 


SOURCE  - AMERICAN  NEISSERIAN  MEDICAL  SOCIETY  8 UNITED  STATES  PUBLIC  HEALTH  SERVICE 


B - S 5 Ji. 


n 


304 


Venereal  Disease  Information,  August 


Analysis  of  532  Cases  of  Interstitial  Keratitis 

with  Particular  Reference  to  Standardization 

Treatment 

JOSEPH  V.  KLAUDER,  M.  D. 
and 

ELEANOR  YANDOREN 


rERSTITLAL  keratitis  is  a well- 
>wn  cause  of  impaired  vision  or  blind- 
s.  Its  importance  may  be  seen  from 
iprevious  study  by  the  Cooperative 
uical  Group  (I)  which  showed  that 
irstitial  keratitis  is  the  most  frequent 
ibling  complication  of  congenital 
hilis.  This  complication  was  found 
approximately  one-third  of  1,010  cases 
i lied. 

Material  studied. — The  present  study 
!'  iprises  an  analysis  of  532  case  records 
liatients  with  interstitial  keratitis  who 
(t'e  treated  or  observed  for  at  least 
} iar.  All  of  the  patients  had  congenital 
f hilis.  Although  other  aspects  of  in- 
Mitial  keratitis  are  considered,  the 
MIy  is  particularly  concerned  with  the 
equation  of  various  plans  of  antisyphi- 
■:  treatment  in  terms  of  visual  acuity 
01  ;he  patient  at  final  examination.1 
— 

aterial  for  this  study  was  made  available 
he  syphilis  clinics  of  the  Western  Reserve 
C i'ersity,  the  Johns  Hopkins  University,  the 
M o Clinic,  the  University  of  Pennsylvania, 
si  the  Wills  Eye  Hospital,  through  the 
CiDerative  Clinical  Group,  including  Harold 
N -ole,  M.  D.,  Joseph  Earle  Moore,  M.  D., 
f*l  A.  O’Leary,  M.  D„  John  H.  Stokes,  M.  D., 
Jfph  V.  IClauder,  M.  D.,  for  the  Cooperating 
Clics,  and  Thomas  Parran.  M.  D.,  R.  A. 
Vulerlehr,  M.  D.,  Lida  J.  Usilton,  M.  A., 
Si  Eleanor  Vandoren,  representing  the  U.  S. 
P’  ic  Health  Service. 

his  investigation  was  supported  by  a grant 
■ u the  John  and  Mary  R.  Markle  Founda- 
ti( 

mpairment  of  visual  acuity  is  caused  by 
dhges  in  the  cornea  which  are  the  direct 
re  It  of  interstitial  keratitis.  These  corneal 
•^ges  include  opacities,  deep  blood  vessels, 
fa1*  in  Descemet’s  membrane,  precipitates, 
co  eal  dystrophy,  and  changes  in  the  curva- 
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Visual  acuity  was  determined  in  some 
patients  with  refraction  and  in  other 
patients  without  refraction.  It  is  appar- 
ent from  chart  1 (particularly  in  patients 
whose  interstitial  keratitis  was  inactive) 
that  in  the  majority  of  patients  with  un- 
corrected visual  acuity,  refraction  was 
not  performed  either  because  visual 
acuity  was  so  good  that  refraction  was 
unnecessary  or  because  visual  acuity  was 
so  poor  that  refraction  would  have  been 
of  limited  value.  Apparently,  then,  a 
false  picture  of  the  efficacy  of  treatment 
would  have  been  obtained  if  the  study 
had  been  limited  to  patients  with  cor- 
rected visual  acuity. 

Control  group.—  An  ideal  control  group 
would  consist  of  a random  sample  of 
previously  untreated  patients  with  acute 
interstitial  keratitis  who  were  observed 
a year  or  more  subsequent  to  admission 
but  not  treated.  Since  this  was  not  pos- 
sible, an  alternative  was  suggested  for 
obtaining  an  indication  of  visual  acuity 
resulting  in  untreated  interstitial  kera- 
titis. This  was  to  select  patients  with 
bilateral  inactive  interstitial  keratitis  of 


ture  of  the  cornea  which  cause  refractive 
errors.  Other  causes  may  be  iridocyclitis, 
glaucoma,  cataract,  and  chorioretinitis.  Im- 
pairment of  visual  acuity  therefore  may  not 
necessarily  connote  a failure  of  antisyphilitic 
treatment.  A more  accurate  evaluation  of 
the  results  of  such  treatment  is  not  visual 
acuity  alone,  but  a correlation  of  visual  acuity 
with  and  without  refraction  and  with  results 
of  slit-lamp  and  ophthalmoscopic  examina- 
tions. Patients  with  interstitial  keratitis  who 
also  had  cataract,  glaucoma,  primary  or  sec- 
ondary optic  atrophy  were  excluded  from  that 
part  of  the  study  concerned  with  evaluation 
of  treatment. 
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Status  of 
interstitial 
keratitis 


Number 

of 

cases  0 


Vision  of  better  eye  (percent) 

20  U0  60  80 


100 


•lit 

ill! 


Active 

With  refraction 
Without  refraction 


137 

155 


Inactive 
With  refraction 
Without  refraction 


43 

41 


5,1 


K 

It 


U 

«t 


i* 


Poor  or  blind 


Good 


it; 

til 


Fair 


□ 


Excellent 


Chart  1. — Final  vision  of  patients  with  active  and  inactive  interstitial  keratitis,  determ  lies 


with  and  without  refraction. 


Male  (181  cases) 
Female  (304  cases) 


ior 


10  15  20 

Age  of  patient  at  onset  of  interstitial  keratitis 

Chart  2. — Distribution  of  patients  with  interstitial  keratitis  by  age  at  onset. 


Percent  negative 


Untreated  before 


281 


admission 


60 


Treated  before 
admission 


99 

60 


Active 


Inactive 


Chabt  3. — Percentage  of  negative  blood  reactions  in  treated  and  untreated  patients  by  st 

of  interstitial  keratitis  on  admission. 
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east  a year’s  duration  who  had  re- 
ed little  or  no  treatment.  The  control 
ip  thus  devised  consists  of  87  pa- 
ts, none  of  whom  had  received  more 
i a total  of  six  injections  of  an 
:nical,  heavy  metal,  or  both.  Visual 
ity  was  determined  with  refraction 
7 percent  and  without  refraction  in 
lercent.  In  the  remaining  16  percent 
■e  were  no  refraction  data. 
icidence  of  race,  sex,  and  age. — 
mty-lhree  percent  of  the  patients 
e white,  and  27  percent  were  Negroes, 
t statistical  studies  of  interstitial 
ititis  show  a greater  incidence  in 
ales.  In  this  study  approximately  60 
:ent  of  the  patients  in  each  of  the 
cooperating  clinics  were  females, 
part  2 shows  the  age  curves  and  the 
ian  age  at  onset  of  interstitial  kera- 
for  181  male  and  304  female  patients. 
:he  females  interstitial  keratitis  de- 
iped  with  the  greatest  frequency  be- 
m the  seventh  and  thirteenth  years, 
li  12  years  as  the  median  age  at  onset. 
d the  males,  although  there  was  a 
itly  downward  trend  from  about  the 
nth  year,  interstitial  keratitis  de- 
!ped  at  a fairly  constant  rate  from  the 
to  the  twentieth  year.  Of  the  485 
ents  for  whom  the  age  at  onset  was 
ivn,  13  developed  interstitial  keratitis 
Ire  the  age  of  3 and  8 after  the  age 
0. 

trologic  reaction. — The  two  factors 
fl?h  appear  to  have  the  greatest  in- 
Bice  on  the  serologic  reaction  of  the 
hd  are  previous  treatment  and  status 
f iterstitial  keratitis.  As  will  be  seen 
f<  l chart  3,  patients  with  inactive  inter - 
Ual  keratitis,  who  had  been  treated, 
a the  highest  percentage  of  negative  re- 
cms  (30  percent)  ; the  smallest  num- 
pf  negative  reactions  was  observed  in 
n eated  patients  with  active  interstitial 
a titis  (2.5  percent).  In  the  untreated 
r«p  the  inactive  patients  were  found 
l e negative  more  than  four  times  as 
Siently  as  the  active  patients  (11.7 
a:mt  to  2.5  percent). 

• ;e  of  the  patient  and  duration  of  in- 
itial keratitis  also  appeared  to  be 
h encing  factors,  but  the  higher  per- 
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centage  of  positive  reactions  in  the 
younger  age  groups  and  shorter  duration 
periods  seem  to  be  accounted  for  by  the 
preponderance  of  active  cases  in  these 
groups. 

Serologic  reaction  after  treatment. — 
The  difference  in  the  percentage  of  pa- 
tients who  had  reversal  of  serologic  re- 
actions following  different  amounts  of 
treatment  was  not  great.  A difference, 
however,  was  noted  in  the  different  age 
groups.  Forty-six  percent  had  reversal 
of  serologic  reactions  to  negative  in  the 
age  group  0 to  9 years,  compared  with 
22  percent  in  the  age  group  10  to  19  and 
17  percent  in  the  age  group  20  to  29  years. 

Incidence  of  other  syphilitic  manifesta- 
tions.— Table  1 shows  the  relative  fre- 
quency with  which  concomitant  syphi- 
litic manifestations  occurred  in  532  pa- 
tients. Those  most  frequently  observed 
were  as  follows:  Hutchinsonian  teeth,  40 
percent:  bone  and  joint  involvement  (as 
enumerated  in  table),  35  percent;  laby- 
rinthine disease,  10  percent ; choriore- 
tinitis,? 8 percent ; and  neurosyphilis 
(symptomatic  and  asymptomatic),  8 
percent. 

Bone  and  joint  involvement  and  also 
neurosyphilis  were  observed  with  greater 
frequency  in  the  males  than  in  the  fe- 
males. Bone  and  joint  involvement, 


3 Chorioretinitis  was  not  separated  into  the 
different  types  as  classified  by  Sidler-Huguenin 
(Beitr.  z.  Augenheilh.,  6:  1904).  These  four 
types  characteristically  involve  the  periphery 
of  the  fundi  and  appear  early  in  congenital 
syphilis,  invariably  antedating  interstitial 
keratitis.  Chorioretinitis,  on  the  other  hand, 
may  appear  with  Interstitial  keratitis  asso- 
ciated with  uveitis.  The  incidence  of  chorio- 
retinitis in  patients  with  interstitial  keratitis 
as  reported  by  different  writers  varies  consid- 
erably. Dalsgaard-Nielson  gives  the  incidence 
as  16  percent  (Acta  Ophth.,  17  : 43,  1939)  ; 
Derby,  as  55  percent  (Ophth.  Rec.,  26 : 563, 
1917)  : Cunningham,  as  68  percent  (Tr.  Ophth. 
Soc.  of  the  United  Kingdom,  42  : 44,  1922)  ; 
Spicer,  as  29  percent  (Brit.  J.  Ophth.,  Mono- 
graph Supp.  I,  1924)  ; Igersheimer,  as  36  per- 
cent (Syphilis  und  Auge,  Springer,  Berlin, 
1928,  2d  ed.).  Ophthalmoscopic  examination 
to  demonstrate  old  chorioretinitis  in  the  pe- 
riphery of  the  fundi  and  slit-lamp  microscopy 
to  demonstrate  sequelae  of  interstitial  kera- 
titis are  valuable  aids  in  the  diagnosis  of  con- 
genital syphilis  at  any  age. 
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Table  1. — Tabulation  of  cases  of  interstitial  keratitis  showing  incidence  of  associasi 
syphilitic  involvements  by  race  and  sex 


Associated  syphilitic  involve- 
ments 

White 

Colored 

1 

Total 

Male 

Fe- 

male 

Total 

Male 

Fe- 

male 

Total 

Male 

Fe- 

male 

Tc 

Number  | 

Percent 

Number  | 

Percent 

Number 

Percent 

Number  J 

Percent 

Number  j 

Percent 

Number  j 

Percent 

Number  | 

Percent 

Number 

Percent 

Number 

Teeth 

61 

41.8 

98 

40.3 

159 

40.9 

18 

34.6 

36 

39.6 

54 

37.8 

79 

39.9 

134 

40.1 

213 

Bone  and  joint  disease 

68 

44.6 

81 

33.3 

149 

38.3 

18 

34.6 

21 

23.1 

39 

27.3 

86 

43.4 

102 

30.5 

188 

Fournier’s  tibia _ 

38 

26.0 

39 

16.0 

77 

19.8 

7 

13.5 

4 

4.4 

11 

7.7 

45 

22.7 

43 

12.9 

88 

Glutton’s  joints.. 

13 

8.9 

19 

7.8 

32 

8.2 

9 

17.3 

9 

9.9 

18 

12.6 

22 

11.1 

28 

8.4 

50 

Prominent  frontal  bossae 

14 

9.6 

16 

6.6 

30 

7.7 

1 

1.9 

3 

3.3 

4 

2.8 

15 

7.6 

19 

5.7 

34 

Saddle  nose 

10 

6.8 

8 

3.3 

18 

4.6 

1 

1.9 

2 

2.2 

3 

2.1 

11 

5.6 

10 

3.0 

21 

Other  and  unspecified 

9 

6.2 

18 

7.4 

27 

6.9 

3 

5.8 

4 

4.4 

7 

4.9 

12 

6.1 

22 

6.6 

34 

Labyrinthine  disease _ 

10 

6.8 

22 

9.1 

32 

8.2 

4 

7.7 

17 

18.7 

21 

14.7 

14 

7.1 

39 

11.7 

53 

Chorioretinitis 

11 

7.  5 

27 

11.  1 

38 

9.8 

4 

4.4 

4 

2.8 

11 

5.6 

31 

9.3 

42 

Central  nervous  system.. . 

20 

13.7 

15 

6.2 

35 

9.0 

3 

5.8 

3 

3.3 

6 

4.2 

23 

11.6 

18 

5.4 

41 

Asymptomatic. . 

9 

6.2 

8 

3.3 

17 

4.4 

3 

5.8 

2 

2.2 

5 

3.5 

12 

6.1 

10 

3.0 

22 

Symptomatic  (—  CSF  i)  ... 

7 

4.8 

3 

1.2 

10 

2.6 

1 

1.1 

1 

.7 

7 

3.5 

4 

1.2 

11 

Symptomatic  (+  CSF).. 

4 

2.7 

4 

1.6 

8 

2. 1 

4 

2.0 

4 

1.2 

8 

Skin  and  mucous  membrane 

5 

3.4 

13 

5.3 

18 

4.6 

1 

1.9 

4 

4.4 

5 

3.5 

6 

3.0 

17 

5.1 

23 

Visceral  disease . _ 

6 

4.  1 

8 

3.3 

14 

3.6 

1 

1.9 

1 

1.1 

2 

1.4 

7 

3.5 

9 

2.7 

16 

Cranial  nerves  (except  VUIth) 

1 

. 7 

4 

1.6 

5 

1.3 

1 

1.  1 

1 

.7 

1 

.5 

6 

1.5 

6 

None  ..  . ’ . 

36 

24.0 

82 

33.7 

117 

30.  1 

16 

30.8 

33 

36.3 

49 

34.3 

51 

25.8 

115 

34.4 

166 

More  than  one 

48 

32.9 

76 

31.3 

124 

31.9 

9 

17.3 

20 

22.0 

29 

20.3 

57 

28.8 

96 

28.7 

153 

Total  cases 

1 

46 

2 

43 

31 

19 

( 

12 

11 

1 

43 

1 

98 

3 

54 

5 

§ 


Cerebrospinal  fluid. 


chorioretinitis,  and  symptomatic  neuro- 
syphilis  were  more  common  in  the  white 
than  in  the  Negro  patients.  The  differ- 
ence in  chorioretinitis  may  be  explained 
by  the  fact  that  the  fundi  were  examined 
in  50  percent  of  the  white  patients  and  in 
30  percent  of  the  Negro  patients.  The 
observation  of  a greater  incidence  of  bone 
and  joint  involvement,  of  chorioretinitis, 
and  of  symptomatic  neurosyphilis  is  con- 
sistent, however,  with  the  Cooperative 
Clinical  Group  study  of  late  congenital 
syphilis  ( 1 ) in  which  it  was  observed 
that  congenital  syphilis  ran  a stormier 
course  in  the  white  than  in  the  Negro 
patient. 

Eighth  nerve  involvement,  long  asso- 
ciated with  interstitial  keratitis  since 
Hutchinson  included  it  in  his  well-known 
triad,  was  present  in  10  percent  of  the 
532  patients  in  this  study,  but  in  only 
6 percent  of  the  1,010  patients  comprising 
the  congenital  syphilis  group  ( 1 ). 

Neurosyphilis,  both  symptomatic  and 
asymptomatic,  was  observed  less  fre- 
quently (8  percent)  than  in  the  entire 
congenital  syphilis  group  (14  percent). 


Of  the  patients  with  asymptomatic  r U-*  1 * 
rosyphilis,  the  majority  showed  the  gr| 
II  type3  of  spinal  fluid.  The  spinal  fid 
was  negative  in  the  majority  of  patifji 
in  the  symptomatic  group.  In  this  la  I 
group  vascular  neurosyphilis  and  ta;| 
were  the  two  principal  diagnoses.  TIM  ! 
was  one  patient  with  paresis  and  » 
patient  with  taboparesis,  both  of  wlffl 
had  group  III  spinal  fluid.  Igersheint 
(2)  mentioned  the  rarity  of  either  i? 
mary  optic  atrophy  or  ocular  mot 
paralysis  in  association  with  interstiil 
keratitis.  Kopp  and  Solomon  R 
stressed  the  relative  infrequency  of  > 


3 Group  II  (moderate) — Cases  in  which 
cell  count  and  globulin  content  are  increai 
the  Wassermann  test  is  positive  or  we; 
positive,  and  colloidal  tests  are  indetermi: 
or  positive — if  the  latter,  they  are  usu 
of  the  syphilitic  zone  type. 

Group  III  (severe) — Cases  in  which 
spinal  fluid  shows  the  so-called  paretic  form 

i.  e.,  marked  excess  of  globulin,  strongly  i 
five  Wassermann  (0.2  cc.  or  less)  and 
paretic  type  of  colloidal  curves.  The 

count  is  above  normal  and  contains  in  a 

tion  to  small  lymphocytes,  large  lymphoc 
and  polymorphonuclear  leukocytes. 


310 


Venereal  Disease  Information,  September  « 


I stitial  keratitis  as  a concomitant  of 
genital  neurosyphilis,  especially  juve- 

0 paresis.  In  this  regard  it  is  to  be 

1 ed  that  only  0.4  percent  of  the  patients 
tthis  series  had  paresis  or  taboparesis, 
ipared  with  4.6  percent  in  the  entire 
genital  syphilis  group  ( 1 ) . 

ttatus  and  duration  of  interstitial 

Y atitis. — The  status  of  interstitial 

I atitis  in  532  patients  on  admission  was 
[follows: 

Num-  Per- 

b er  cent 


Tnilateral — Active  4 151  28.  4 

Inactive  4 17  3.  2 

lateral — - Active,  one  eye_  28  5.  3 

Active,  both 

eyes 223  41.  9 

Inactive,  both 

eyes  113  21.  2 


Ihe  duration  on  admission  was  less 
I n 3 months  in  89  percent  of  151  pa- 
lts  with  active  unilateral  interstitial 
atitis ; it  was  less  than  2 weeks  in  13 
cent,  2 to  6 weeks  in  57  percent,  and 
re  than  6 weeks  in  the  rest, 
n 60  percent  of  223  patients  with  ac- 
e bilateral  interstitial  keratitis  the 
■ation  was  less  than  3 months.  Of  this 
up  the  duration  ranged  from  1 to  6 
3ks  in  34  percent.  In  15  percent  the 
■ation  was  more  than  a year.  No  dis- 
ction  was  made  between  first  attack 
interstitial  keratitis  and  recurrence, 
is  accounts  for  the  fairly  high  per- 
tage  of  patients  with  active  intersti- 
1 keratitis  of  more  than  1 year’s  dura- 

i. 

treatment  employed  in  study? — Rou- 
E.  This  consisted  of  an  arsenical  in 
junction  with  a heavy  metal.  Among 
arsenicals  employed,  neoarsphena- 
ie  and  old  arsphenamine  predominated. 


: As  used  in  this  paper  the  term  “active” 
trs  to  the  presence,  in  a variable  degree,  of 
following  symptoms  of  inflammation : 
icorneal  congestion,  increased  lacrimation, 
tophobia,  and  evidence  of  uveitis.  Asso- 
ed  with  these  symptoms  the  cornea  is  hazy 
opacities  are  present.  The  term  “inactive” 
irs  to  the  absence  of  these  symptoms.  In 
stage  there  are  corneal  opacities  or  the 
lea  is  clear  on  gross  examination. 

These  patients  were  treated  prior  to  clini- 
I experimentation  with  riboflavin  in  inter- 
flial  keratitis. 
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In  the  order  of  decreasing  frequency  of 
their  use,  the  other  arsenicals  employed 
were  silver  arsphenamine,  sulfa  rsphena- 
mine,  mapharsen,  bismarsen,  and  trypar- 
samide.  The  heavy  metals  used  were 
bismuth  subsalicylate  and  mercury. 

Of  the  532  patients,  97  percent  were 
treated  with  an  arsenical,  practically  all 
in  conjunction  with  a heavy  metal.  Bis- 
muth was  more  popular  than  mercury. 
Active  cases,  in  which  the  final  visual 
acuity  was  tabulated  by  amount  of  treat- 
ment, received  a median  of  28  injections 
of  an  arsenical  and  51  injections  of  a 
heavy  metal  (or  weeks  of  mercury  inunc- 
tions) ; inactive  cases,  a median  of  21  in- 
jections of  an  arsenical  and  44  injections 
of  a heavy  metal.  One-fourth  of  the  ac- 
tive cases  received  as  much  as  80  injec- 
tions of  either  bismuth  or  mercury,  and 
only  7 percent  received  less  than  20  in- 
jections of  a heavy  metal  and  less  than 
20  injections  of  an  arsenical. 

Iodides.  Among  the  290  patients  receiv- 
ing iodides,  oral  administration  of  po- 
tassium iodide  predominated.  The  dos- 
age ranged  from  30  to  270  grains  daily. 
Sixteen  patients  were  treated  with  so- 
dium iodide  intravenously,  in  doses  of 
from  2 to  10  grains  per  injection.  The 
total  number  of  injections  varied  from 
3 to  31. 

Fever  therapy.  This  embraced  in- 
duced malaria  with  an  average  of  10 
fever  bouts,  mechanically  induced  fever 
with  an  average  of  8 to  9 bouts  of  4 to  5 
hours,  intramuscular  injections  of  sterile 
milk,  and  intravenous  injections  of  vac- 
cine— typhoid,  antigen  H,8  and  pyrifer.7 
Typhoid  vaccine  was  the  most  common 
fever  producing  agent  used  in  the  treat- 
ment of  the  127  patients  who  were  given 
fever  therapy. 

Local  heat  therapy.  The  thermo- 
phore 8 was  employed  in  one  clinic  in  an 


6 Antigen  H is  the  flagellated  portion  of  the 
typhoid  bacillus. 

7 Pyrifer  is  a Swiss  preparation  made  from 
the  colon  bacillus. 

8 The  thermophore  is  an  instrument  em- 
ployed by  ophthalmologists  for  heat  therapy 
of  pathologic  lesions  in  the  cornea.  After 
local  anesthesia,  the  thermophore  was  applied 
to  the  cornea  for  1 minute,  at  variable  tern- 
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endeavor  to  heat  the  cornea  to  the 
thermal  death  point  of  Spirochaeta  pal- 
lida. The  uninvolved  eye  was  treated  in 
the  hope  of  preventing  involvement;  the 
involved  eye,  in  order  to  determine  If  heat 
locally  applied  was  of  benefit  in  treat- 
ment of  interstitial  keratitis.  After 
clinical  use  and  after  experimental 
studies,* * * 9  it  was  apparent  that  these  pur- 
poses were  not  achieved.  The  use  of 
the  thermophore  in  the  treatment  of 
interstitial  keratitis  was,  therefore, 
discontinued. 

Interval  between  first  and  second  eye 
involvement. — An  attempt  was  made  to 
ascertain  from  the  material  the  influence 
of  treatment  in  preventing  progression  of 
unilateral  interstitial  keratitis  to  the 
second  eye.10  It  was  impossible  to  deter- 
mine the  effect  of  treatment  subsequent 
to  admission  largely  because  of  the  short 
interval  elapsing  between  first  and  sec- 
ond eye  involvement  in  the  majority  of 
cases.  A reduction  in  the  probability  of 
second  eye  involvement,  although  not  a 
significant  one,  was  found  among  cases 
which  had  had  previous  treatment. 

With  reference  to  the  axiom  that  in- 
terstitial keratitis  inevitably  becomes  bi- 
lateral (If),  it  appeared  that  the  chance 
of  escaping  bilateral  involvement  in- 
creases in  direct  ratio  to  the  lapse  of  time 


peratures  ranging  from  120°  F.  (48.9°  C.)  to 

128°  F.  (53.3°  C.),  three  times  weekly  for 

12  to  15  consecutive  treatments. 

9 The  measurement  of  the  degree  of  pene- 
tration of  heat  applied  to  the  anterior  surface 
of  the  cornea  of  rabbits ; the  maximum  tem- 
perature the  cornea  of  man  can  tolerate  with 
safety  ; the  time  required  to  kill  Spirochaeta 
pallida  when  heated  to  120°  F.  (48.9°  C.)  are 
discussed  in  “Clinical  and  experimental  stud- 
ies of  interstitial  keratitis,”  by  J.  V.  Klauder, 
E.  R.  Gross,  and  H.  F.  Robertson,  J.  Invest. 
Dermat.,  2 : 157-173,  1939. 

-o  There  are  several  theories  of  the  mech- 
anism that  motivates  the  onset  of  interstitial 
keratitis  and  the  involvement  of  the  second 
eye.  The  simplest  explanation  of  second  eye 
involvement  is  that  it  is  an  expression  of 
elective  or  paired  organ  sensitization.  This 
concept  envisages  similar  organs  with  a com- 
mon trophonervous  influence  as  a closed  en- 
tity with  a common  inflammatory  reaction. 
This  concept  could  also  serve  to  explain  other 
paired  organ  involvement  in  congenital  syphilis 
— deafness  and  symmetrical  serous  synovitis. 
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from  the  onset  of  interstitial  keratit.  it 
the  first  eye.  This  may  be  seen  in  tol; 
2,  which  shows  the  intervals  betweer  in  - 
volvement of  the  first  and  second  eyt  1 
treated  and  untreated  patients  for  w m 
this  information  was  available,  ei f: 
through  clinical  observation  or  from  be 
patient’s  statement.  Of  the  355  pati  its 
observed  for  2 years,  42  percent  extip! 
enced  a second  eye  involvement  wi  in' 
1 month  after  the  first,  and  in  29  per  nt 
more  the  condition  became  bilateral  atn- 
tervals  ranging  up  to  2 years.  In  be 
cases  observed  10  years  or  more,  on  f 
percent  more  had  progressed  to  bilatkl 
involvement.  This  left  21  percent  ao 
had  remained  unilateral  for  more  thailO 
years. 

Table  2. — Percentage  of  patients  in  w'i\n 
the  interstitial  keratitis  had  beam 
bilateral  by  the  indicated  time  aer 
involvement  of  the  first  eye. 


Length  of  time 

Total 

cases 

observed 

Bilateral 

Number 

Peri 

1 month __ 

355 

149 

2 months — 

355 

182 

3 months 

, 355 

193 

4 months..  - . 

355 

206 

5 months  . 

355 

210 

6 months .. 

355 

215 

1 year 

355 

237 

2 years 

355 

252 

3 years  . 

313 

227 

4 years. 

245 

176 

5 years 

211 

153 

10  years  . ..  .. 

172 

135 

Over  10  years 

67 

53 

A study  confined  to  151  cases,  diagnoid 
on  admission  as  active  and  unilateral,  si- 
ported  the  above  finding.  The  intersti  il 
keratitis  remained  unilateral  through  it 
observation  (1  year  or  more)  in  33  if- 
cent  of  the  cases  of  less  than  1 monl  s 
duration  compared  to  51  percent  whe 
the  duration  was  1 to  2 months. 

Of  the  151  cases,  96  had  had  no  previ  s 
treatment.  Investigation  of  the  6 
showed  that  the  increased  chance  froi 
the  first  to  the  second  month  of  escap  % 
second  eye  involvement  was  not  due  if 
treatment.  Among  the  untreated  cas 
of  less  than  1 month’s  duration,  28  perc  t 
remained  unilateral  compared  to  50  iq 
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i;5nt  among  untreated  cases  of  1 to  2 
months’  duration. 

i The  relation  of  the  active  stage  of  in- 
enrstitial  keratitis  to  the  chance  of  second 
lire  involvement  was  determined  by  com- 
itjaring  the  151  cases  with  17  which  were 
i ailateral  but  inactive  on  admission.  The 
ieajority  in  both  groups  had  been  un- 
seated previous  to  admission,  but  ail  were 
it  eated  subsequent  to  admission.  Sev- 
:c|ity-one  percent  of  the  inactive  cases 
ittmained  unilateral  compared  to  only  40 
ircent  of  those  active  on  admission, 
il  Effect  of  routine  treatment  on  visual 
tvuity. — Visual  acuity  is  interpreted  in 
tils  discussion  as  follows : 


Excellent 

6/6  (20/20) 
6/9  (20/30) 

1 Good 

t» 

6/12  (20/40) 
6/15  (20/50) 

jsFair  (practical) 

6/21  (20/70) 
6/30  (20/100) 
6/60  (20/200) 

Poor 

Less  than  6/60 
(20/200) 

Blind 

Hand  movements, 
light  perception, 
and  inability  of 
patient  to  go  about 
unattended. 

The  visual  acuity  on  admission  and  on 
ial  examination  of  271  eyes  of  patients 
sated  in  the  active  stage  of  interstitial 
ratitis  and  of  115  eyes  of  patients 
sated  in  the  inactive  stage  is  shown  in 
art  4.  It  appears  that  treatment 
4: ministered  in  the  inactive  stage  of  in- 
rstitial  keratitis  is  of  limited  value  in 
§ 'proving  visual  acuity.  The  visual 
?b|uity  on  admission  was  poor  or  nil  in 
percent  of  eyes  of  patients  treated  in 
ife  inactive  stage  of  interstitial  keratitis 
4 impared  with  22  percent  on  final  exami- 
tion.  On  the  other  hand  the  visual 
uity  on  admission  was  poor  or  nil  in 
percent  of  eyes  of  patients  treated  in 
e active  stage  of  the  disease  compared 
:’th  H percent  on  final  examination, 
litfie  improvement  of  visual  acuity  repre- 
ited  in  the  difference  between  55  and 
percent  cannot  be  credited  entirely  to 
;i)*s  effect  of  treatment,  since  after  the 


•t'r lereal 
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subsidence  of  acute  inflammatory  symp- 
toms of  interstitial  keratitis,  in  the  ab- 
sence of  treatment,  improvement  of  visual 
acuity  occurs. 

Active  interstitial  keratitis.  Chart 
5 stresses  the  value  of  treating  active 
cases  with  20  or  more  arsenical  injections 
plus  heavy  metal.  It  is  shown  that  in 
183  eyes  of  patients  treated  with  “20  or 
more’’  visual  acuity  was  excellent  in  37 
percent  of  eyes  on  final  examination,  com- 
pared with  27  percent  of  88  eyes  of  pa- 
tients treated  with  “less  than  20.”  Addi- 
tional evidence  is  the  fact  that  in 
patients  treated  with  “more  than  20”  the 


Poor  or  blind 
on  admission 


Excellent 
on  admission 


P°°r  or  blind  on  I 1 Excellent  on 

CS  final  examination  l J final  examination 


Chart  4. — Comparison  of  visual  acuity  on  ad- 
mission with  final  visual  acuity  of  patients 
with  active  and  patients  with  inactive  inter- 
stitial keratitis. 


percentage  of  eyes  with  excellent  visual 
acuity  on  admission  was  7,  which  in- 
creased to  37,  a difference  of  30  percent ; 
whereas,  in  patients  treated  with  “less 
than  20,”  the  increase  was  from  14  to  27, 
a difference  of  13  percent. 

Among  the  patients  receiving  this  mini- 
mum treatment  57  percent  of  183  eyes  had 
poor  visual  acuity  on  admission  compared 
with  9 percent  on  final  examination,  a 
difference  of  48  percent.  Among  patients 
treated  with  less  than  this  amount,  50 
percent  of  88  eyes  had  poor  visual  acuity 
on  admission  compared  with  14  percent 
on  final  examination,  a difference  of  36 
percent. 

The  importance  of  employing  at  least 
20  injections  of  an  arsenical  icith  interim 
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heavy  metal  in  treatment  of  interstitial 
keratitis  in  the  active  stage  is  empha- 
sized once  more.  TMs  phase  in  therapy 
of  the  disease  was  stressed  in  the  Coop- 
erative Clinical  Groop’s  study  (1). 

INACTIVE  EvXERSTIXIAL  KEBATITIS. 

Chart  6 is  made  from  a series  of  patients 
with  inactive  interstitial  keratitis.  The 
visual  acuity  of  these  patients  on  admis- 
sion, calculated  on  a total  of  115  eyes,  was 
excellent  in  26  percent.  The  chart  shows 


Consistent  with  the  conclusion  drav  - ; 


■ 


from  chart  4,  it  further  appears  th 
treatment  administered  in  the  inacti 
stage  of  interstitial  keratitis  is  of  limit!  I 
value  in  improving  visual  acuity.  Th 
seemed  to  apply  whether  the  patient  hs 
or  had  not,  received  treatment  prior 
the  time  the  interstitial  keratitis  becar 
inactive.  The  importance  of  diagnoi 
and  treatment  of  interstitial  keratv 
while  still  active  is  apparent. 


_ . Blind  or  poor  vision  (percent) 

jvuEDer 

Arcnnt  of  treatment  of  eyes  0 20  40  £>0 


final  vis  Ton  — ktr1  ygjcn  vision 

CHA2T  5. — Comparative  value  of  different  amounts  of  arsenical  treatment  of  patients  vri  f 

active  interstitial  keratitis. 


the  influence  of  20  or  more  arsenical  in- 
jections (plus  heavy  metal)  and  of  “less 
than  20"  on  the  visual  acuity  of  patients 
at  final  examination.  The  increase  in 
excellent  vision  was  the  same  for  pa- 
tients treated  with  the  smaller  and  the 
larger  amounts.  The  change  in  both 
groups  was  slight  (3.5  percent)  and  prob- 
ably due  to  visual  refraction  rather  than 
to  treatment.  “More  than  20”  caused  a 
1.5  percent  decrease  in  the  percentage 
of  eyes  with  poor  visual  acuity  or  blind- 
ness after  treatment  compared  with  the 
percentage  before  treatment.  With  “less 
than  20”  there  was  an  increase  of  5 per- 
cent in  the  percentage  of  eyes  with  poor 
visual  acuity  or  blindness  compared  with 
the  percentage  before  treatment. 
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Effect  of  fever  and  of  iodides  in  tree1 
merit  of  interstitial  keratitis. — Acnl 
stage.  In  chart  7 (which  includes  on1 
those  patients  with  both  an  admissl  i 
and  final  visual  acuity  examination)  i 
comparison  is  made  of  the  effectivene  s 
of  different  plans  of  therapy  in  treatme  < 
of  patients  with  interstitial  keratitis  I 
the  active  stage.  This  chart  is  based  1 
a total  of  271  eyes.  The  percentage  1 
eyes  of  patients  with  poor  visual  acui  • 
or  blindness  on  admission  is  compare,  . 
with  the  percentage  having  exeelle 
visual  acuity  on  final  examination,  folio-  j 
ing  different  plans  of  therapy.  Best  i 
suits  were  obtained  in  patients  receivb 
routine  treatment  only  and  routine  tret 
ment  plus  fever  therapy.  Forty-four  pe 
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nt  of  the  eyes  of  patients  receiving  these 
to  tyes  of  treatment  had  excellent  visual 
•uity  on  final  examination.  The  per- 
ntage  of  eyes  with  poor  visual  acuity 


The  percentage  of  eyes  with  excellent 
visual  acuity  on  final  examination  follow- 
ing routine  treatment  with  the  addition 
of  iodides  was  29 ; following  routine  treat- 


I 


I 


Aflount  of  treatment 


Twenty  or  more 
arsenical  injections 


Less  than  20 
arsenical  injections 


Number 
of  eyes 


57 


58 


Excellent  vision  (percent) 

0 10  20  30  UO 


Number 

Amount  of  treatment  of  eyes 


Twenty  or  more 
arsenical  injections 


Less  than  20 
arsenical  injections 


57 


58 


Blind  or  poor  vision  (percent) 
10  20 30 


UO 


Final  vision 


Admission  vision 


^ ART 


6. — Comparative  value  of  different  amounts  of  arsenical  treatment  of  patients  with 
inactive  interstitial  keratitis. 


Excellent  vision  on  final  examination 


Poor  vision  or  blind  on  admission 


\rt  7. — Comparative  value  of  different  plans  of  treatment  of  patients  with  active  interstitial 

keratitis. 


I 

wire  treatment  was  greater  in  patients 
Weiring  routine  treatment  plus  fever 
■pa  in  patients  who  were  treated  with 
» one  of  the  other  plans  of  therapy. 


ment  with  the  addition  of  iodides  and 
fever  therapy  the  percentage  was  22. 
These  poor  results  cannot  be  attributed 
to  “last  resort”  treatment,  since  the  latter 
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two  plans  of  therapy  were  undertaken  as 
a matter  of  choice  in  the  majority  of 
cases. 

Chart  8 and  table  3 (based  on  patients 
with  a final  visual  acuity  examination) 
show  the  percentage  of  eyes  with  excellent 
visual  acuity  on  final  examination,  as  well 
as  the  percentage  with  good,  fair,  and 
poor  visual  acuity,  following  different 


plans  of  therapy.  Visual  acuity  of 
treated  patients  comprising  the  con  U 
group  is  also  shown.  Fifty-one  perctf 
of  the  eyes  of  patients  given  rout! 


treatment  plus  fever  therapy  had  ex  if 
lent  visual  acuity  on  final  examinat:r 


and  18  percent  had  good  visual  acu 
The  percentage  having  excellent  vis 
acuity  was  significantly  greater  than  t 


Kind  of  treatment 


Final  vision  (percent) 
40  60 


100 


Routine  only 
(116  eyes) 


Routine,  iodides 
(191  eyes) 


Routine,  fever 
(63  eyes) 


Routine,  iodides,  fever 
(80  eyes) 


Control  group 
(185  eyes) 


lv. 


Poor  or  blind 


Good 


Fan- 


Excellent 


Chart  8. — Final  visual  acuity  of  patients  with  active  interstitial  keratitis  following  differ 
plans  of  treatment  compared  with  visual  acuity  of  control  group. 


I 

I 


a 


Table  3. — Visual  acuity  after  various  kinds  of  therapy  compared  with  visual  acu 

of  control  group  (based  on  total  eyes ) 


It 


Visual  acuity 


6/6... 

6/9 

6/12 

6/15... 

6/21 

6/30 

6/60 

-6/60 

Blind 

Total.. 

Excellent 

Good 

Fair 

Poor  or  blind 


Active  on  beginning  treatment 


Control 

cases 

Routine 

only 

Routine 

and 

fever 

Routine 

and 

iodides 

Routine, 

iodides, 

and 

fever 

Total 

Routine 

only 

Routine 

and 

Iodides 

To 

. 

:ii 

Number  | 

Percent 

Number  | 

Percent 

Number  J 

Percent 

Number  1 

Percent 

Number  1 

Percent 

Number  1 

Percent 

| Number  1 

Percent 

| Number  1 

Percent 

| Number  1 

22 

11.9 

33 

28.4 

20 

31.7 

34 

17.8 

12 

15  0 

99 

22.0 

15 

23.8 

15 

14.3 

30 

23 

12.4 

19 

16.4 

12 

19.0 

31 

16.2 

13 

16.3 

75 

16.7 

11 

17.  5 

16 

15.2 

27 

24 

13.0 

13 

11.2 

3 

4.8 

27 

14.1 

8 
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51 
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5 
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9 
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14 

26 
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14 
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8 
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35 
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12 
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7 
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2 
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19 

9.9 

9 
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36 
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7 

11.  1 

9 
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16 

16 
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6 

5.2 

4 

6.3 

11 

5.8 

4 

5.0 

25 

5.6 

5 

7.9 

13 

12  4 

18 

' 

6 

3.2 

3 

2.6 

2 

3.2 

4 

2.1 

6 

6.3 

14 

3.  1 

8 

12.7 

10 

9.5 

18 

185 

100.0 

116 

100.0 

63 

100.0 
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100.0 

80 

100.0 
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100.0 

63 

100.0 
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100.0 
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11 

fc 

45 

24.3 

52 

44.8 

32 

50.8 

65 

34.0 

25 

31.3 
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38.7 

26 

41.3 

31 

29.5 

57 

:i 

50 
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27 

23.3 

11 

17.4 

62 

32.5 

20 
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120 
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14 
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23 
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37 
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24. 1 

14 
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7.9 

9 

11.3 

39 

8.7 
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36 
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gained  with  routine  treatment  plus  io- 
i les  or  routine  treatment  plus  iodides 
.1  fever  therapy.  The  percentage  of 
' »s  with  excellent  visual  acuity  on  final 
,(imination  following  routine  treatment 
. y was  44 ; following  routine  treatment 
:h  the  addition  of  iodides,  34;  and  fol- 
ding routine  treatment  with  the  addi- 
"n  of  iodides  and  fever  therapy,  31. 
Comparison  of  the  best  treated  group 
mtine  plus  fever  therapy)  with  the  con- 
1 group,  as  shown  in  chart  8,  discloses 
: following  percentage  distribution  in 
I il  visual  acuity : 

Poor 

Excel-  or 

lent  Good  Fair  blind 
test  treated  group.  51  17  23  10 

Untreated  group 24  27  37  12 

Che  greatest  variation  in  the  proportion 
Datients  with  poor  visual  acuity  follow- 
the  different  plans  of  treatment  was 
y from  8 to  11  percent.  Apparently 
n,  the  superiority  of  one  plan  over 
dher  involves  an  increase  in  the  pro- 
tion  of  patients  with  excellent  vision 
'owing  treatment  and  not  a decrease  in 
S proportion  whose  sight  remained  poor. 
nactive  Stage.  The  data  in  this  study 
not  indicate  that  iodides  were  benefi- 
1 in  the  treatment  of  inactive  intersti- 
keratitis.  Of  34  eyes  of  patients  with 
ctive  interstitial  keratitis  who  were 
3n  routine  treatment  but  no  iodides,  21 
cent  had  excellent  visual  acuity  on 
lission,  compared  with  35  percent  on 
.1  examination.  In  72  eyes  of  patients 
■nted  with  iodides  routinely,  the  com- 
lison  was  26  to  29  percent.  In  compar- 
the  percentage  of  patients  having  poor 
lal  acuity  on  admission  with  the  per- 
tage  on  final  examination,  it  was  noted 
it  there  was  a 6-percent  decrease  in 
ents  treated  routinely  without  iodides, 
a 7-percent  increase  in  patients 
ted  routinely  with  iodides, 
he  Cooperative  Clinical  Group’s  study 
i showed  that  iodides  exert  a harmful 
lence  in  the  treatment  of  active  inter- 
■t  al  keratitis  but  recognized  them  to  be 
>f  alue  in  chronic  cases.  Although  they 
iffe  been  long  recommended,  the  present 
>tly  reveals  no  justification  for  the  con- 
,h  ed  use  of  iodides,  either  orally  or 
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intravenously,  in  active  or  inactive  inter- 
stitial keratitis. 

Effect  of  treatment  in  relation  to  dura- 
tion.— Chart  9 shows  visual  acuity  at  final 
examination  of  200  patients  with  active 
interstitial  keratitis  in  relation  to  dura- 
tion at  onset  of  treatment.  It  is  shown 
that  patients  treated  within  1 month 
after  the  onset  of  interstitial  keratitis 
had  much  better  visual  acuity  on  final 
examination  than  patients  treated  2 to  3 
months  after  onset  and  slightly  better 
visual  acuity  than  patients  treated  1 to  2 
months  after  onset  of  the  disease.  This 
applied  to  the  visual  acuity  of  the  better 
eye  as  well  as  the  poorer  eye. 

Effectiveness  of  treatment  in  prevent- 
ing relapse. — The  term  relapse  refers  to 
a recurrence  of  inflammatory  symptoms 
of  interstitial  keratitis  in  a given  eye 
after  previous  inflammation  has  disap- 
peared. 

Table  4 includes  only  those  relapses 
occurring  1 year  or  more  after  onset  in 
296  patients  with  early  active  interstitial 
keratitis  on  admission.  In  the  table,  the 
cases  have  been  divided  by  kind  of  treat- 
ment and  number  of  arsenical  injections 
administered  in  the  first  year  after  onset 
of  interstitial  keratitis.  Routine  treat- 
ment supplemented  with  fever  therapy 
was  superior  to  other  forms  of  treatment 
in  preventing  relapse.  Of  55  patients 
given  routine  treatment  plus  fever  ther- 
apy only  one  had  a relapse.  It  is  to  be 
noted,  however,  that  the  fever  therapy  in 
this  instance  consisted  of  only  two  injec- 
tions of  typhoid  vaccine.  Relapses  after 
other  types  of  treatment  were  approxi- 
mately the  same,  ranging  from  13  to  18 
percent. 

The  number  of  arsenical  injections  also 
appeared  to  influence  the  percentage  of 
relapses.  Of  198  patients  treated  with 
less  than  20  injections  in  the  first  year, 
28  (14  percent)  had  a relapse  of  intersti- 
tial keratitis  compared  with  8 percent  of 
98  patients  treated  with  more  than  this 
amount. 

Continuous  versus  intermittent  treat- 
ment.— Chart  10  shows  the  effect  of  con- 
tinuous, intermittent,  or  irregular  treat- 
ment on  visual  acuity  of  the  better  eye, 
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as  well  as  of  the  poorer  eye,  of  376  pa- 
tients at  final  examination.  Visual 
acuity  of  untreated  patients  comprising 
the  control  group  is  also  shown.  Little 
difference  is  noted  in  visual  acuity  of  the 
better  eye  of  patients  treated  continu- 
ously, intermittently,  or  irregularly.  As 
far  as  final  visual  acuity  of  the  poorer 
eye  was  concerned,  continuous  treatment 


was  superior  to  intermittent  or  irregul 
treatment.  Sixty-four  percent  of  the  ] ■; 
tients  continuously  treated  had  good 
excellent  visual  acuity  in  both  eyes  :a 
compared  with  47  and  48  percent  of  ] 1 
tients  treated  intermittently  or  irreji  * 
larly.  A smaller  amount  of  poor  visi 
acuity  or  blindness  was  observed  in  ] 
tients  treated  continuously  or  interm  ■ 


Duration  of 

Number 

interstitial 

of 

keratitis 

cases 

Less  than 
1 month 

103 

1-2  months 

61 

2-3  months 

36 

Final  vision  of  better  eye  (percent) 
on  LO  60  80 


100 


Duration  of 
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interstitial 

of 

keratitis 
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Less  than 
1 month 

103 

1-2  months 

61 

2-3  months 

36 

Final  vision  of  poorer  eye  (percent) 

20  4Q 60  80 100 


Poor  or  blind 
Fair 


[=j  Good 
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Chart  9. — Final  visual  acuity  in  relation  to  duration  of  interstitial  keratitis  at  onset 

treatment. 


Table  4. — Relapses  occurring  a year  or  more  after  onset  of  interstitial  keratitis 
patients  receiving  various  kinds  and  amounts  of  treatment  in  the  first  year 


Amount  of  arsenical  treatment  administered  in  first  year 


Kind  of  treatment  ad- 
ministered in  first  year 

Less  than  20  injections 

20  or 

more  injections 

Total 

Total 

cases 

Cases  relapsing 

Total 

cases 

Cases  relapsing 

Total 

cases 

Cases  relapsii 

Number 

Percent 

Number 

Percent 

Number 

Perci 

Routine  only ___ 

72 

11 

15.3 

27 

2 

7.4 

99 

13 

1 

Routine  and  iodides 

76 

11 

14.5 

28 

4 

14.3 

104 

15 

1 

Routine  and  fever 

25 

1 1 

4.  0 

30 

55 

1 1 

Routine,  iodides,  and 

fever 

25 

5 

20.0 

13 

2 

15.4 

38 

7 

1 

Total 

198 

28 

14. 1 

98 

8 

8.2 

296 

36 

1 

i Two  injections  of  typhoid  vaccine. 
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i^ntly  than  in  those  treated  irregularly, 
j!  Superiority  of  one  arsenical  compared 
Hth  the  other. — It  was  not  possible  to 
latermine  the  comparative  effectiveness 
i:  the  arsenicals  employed  since  most 
.jitients  were  not  treated  exclusively  with 
rne  arsenical.  A comparison  of  old  ars- 
rj3enamine  and  neoarsphenamine  was 


Table  5 is  a comparison  of  visual  acuity 
on  final  examination  of  173  eyes  of  pa- 
tients treated  with  the  four  principal 
types  of  fever  employed.  Although  the 
number  in  each  group  is  small,  best  re- 
sults seemed  to  be  obtained  with  malaria 
and  hyperthermy,  the  two  types  producing 
the  highest  temperature.  The  percentage 


Scheme 

of 

treatment 


Continuous 


Intermittent 


Irregular 


Control  cases 


Number 

of 

cases 


137 

136 

103 

87 


Final  vision  of  better  eye  (percent) 


- ubt  10. — Final  visual  acuity  of  patients  ■with  interstitial  keratitis  following  different  plans 
of  treatment  compared  with  visual  acuity  of  control  group. 


ij  issible.  These  drugs  produced  approxi- 
itely  the  same  percentage  of  excellent 
-f3ual  acuity. 

Effect  of  fever  therapy  produced  by 
'\fferent  agents.— Fever  therapy  was  em- 
jpyed  in  conjunction  with  routine  treat- 
unt  consisting  of  arsenicals  and  a heavy 
Utah  The  average  number  of  fever 
luts  was  eight.  The  average  peak  tem- 
drature  produced  by  the  following  agents 
'is:  Malaria,  106.1°  F. ; typhoid  vaccine 
« antigen  H,  101.2°  F. ; pyrifer  (colon 
Icillus),  105.8°  F. ; sterile  milk  (intra- 
Jliscularly),  101.7°  F. ; artificial  fever 
■laged  from  105.7°  F.  for  vapothermy  to 
''13.7°  F.  for  hyperthermy. 
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of  eyes  with  visual  acuity  of  20/20  and 
20/60  or  better  on  final  examination  after 
treatment  with  various  fever  producing 
agents  was  as  follows : 

Visual 
Visual  acuity 
acuity  20/00  or 
20/20,  better, 
percent  percent 


Malaria 38  75 

Hyperthermy 29  72 

Sterile  milk 32  53 

Typhoid  or  antigen  H 16  59 


Recommendations  for  treatment  of  in- 
terstitial keratitis. — Obviously,  it  is  better 
to  prevent  interstitial  keratitis  than  to 
treat  it.  The  objectives  should  be  to 

319 


Table  5. — Effect  of  different  types  of  fever  therapy  on  final  vision  in  173  eyes 
patients  with  active  interstitial  keratitis 


Final  visual 
acuity 

Typhoid  or  antigen 
‘H” 

Malaria 

Sterile  milk 

Hyperthermy  (alone 
in  combination)  : 

Num- 

ber 

Percent 

Num- 

ber 

Percent 

Num- 

ber 

Percent 

Num- 

ber 

Percent  : 

Actual 

Cumu- 

lative 

Actual 

Cumu- 

lative 

Actual 

Cumu- 

lative 

Actual 

Cum; 

lath 

6/6 

18 

15.6 

15.5 

9 

37.5 

37.5 

6 

31.6 

31.6 

4 

28.6 

a 

6/9.. 

21 

18. 1 

33.6 

4 

16.7 

54.  2 

2 

10.5 

42.1 

4 

28.6 

5' 

6/12 

10 

8.6 

42.2 

2 

8.3 

62.6 

1 

5.3 

47.  4 

5’! 

6/15 

20 

17.2 

59.4 

3 

12.5 

75.0 

1 

5.3 

52.7 

2 

14.3 

7 

6/21 

16 

13.8 

73.  2 

75.0 

2 

10.5 

63.2 

1 

7.  1 

71 

6/30- 

8 

6.9 

80. 1 

2 

8.3 

83.3 

4 

21. 1 

84.3 

2 

14.3 

9; 

6/60 

12 

10.3 

90.4 

1 

4.2 

87.5 

1 

5.3 

89.6 

1 

7.1 

ioi  ; 

— 6/00 

9 

7.8 

98.  2 

1 

4.  2 

91.7 

89.  6 

101 

Blind 

2 

1.7 

100.0 

2 

8.3 

100.0 

2 

10.6 

100.0 

101 

Total 

116 

100.0 

24 

100.0 

19 

100.0 

14 

100.0 

treat  the  pregnant  woman  with  syphilis 
to  prevent  congenital  syphilis  (5)  and  to 
treat  early  congenital  syphilis  to  prevent 
interstitial  keratitis  (I).  But  it  is  also 
axiomatic  that,  once  interstitial  keratitis 
has  set  in,  the  sooner  it  is  treated  the 
greater  is  the  chance  for  excellent  vision. 

The  following  scheme  of  treatment  is 
recommended  on  the  basis  of  the  present 
study  and  the  experience  of  the  authors : 

FEVER  THERAPY 

Malaria  or  hyperthenny  should  be  em- 
ployed as  soon  after  onset  as  possible. 
If  these  types  are  not  available,  another 
fever-producing  agent  should  be  substi- 
tuted. Because  arsenicals  and  bismuth 
are  antimalarial,  they  should  be  with- 
held during  the  course  of  induced  ma- 
laria, but  should  be  given  in  the  inter- 
vals between  fever  bouts  produced  by 
other  agents. 

ANffISYPHILITIC  TREATMENT 

Neoarsphenamine  or  another  trivalent 
arsenical  ( in  full  doses 11  in  proportion 
to  body  weight)  and  bismuth  subsali- 


cylate should  be  given  in  alternatii  M 
courses.  Soluble  bismuth,  howeve  !® 
should  be  employed  at  the  onset  < !'!* 
treatment,  simultaneous  with  arsenic;  f 
therapy.  The  treatment  should  be  co:  it; 
tinued  according  to  the  following  sche  U 
ule  until  approximately  30  injections  < i 
the  arsenical  and  60  of  the  bismuth  hat  * 
been  administered. 


Weeks 
1 to  9 


10  to  19 
20  to  29 


30  to  39 
40  to  44 


45  to  54 
55  to  59 


60  to  69 
70  to  73 
74  to  83 


Neoarsphenamine,  10  weekl 
doses. 

Bismuth  (soluble),  8 dose 
twice  weekly,  during  fin 
month. 

Bismuth,  10  weekly  doses. 
Neoarsphenamine,  10  weekl 
doses. 

Bismuth,  10  weekly  doses.  ; 
Neoarsphenamine,  5 weekl 
doses. 

Bismuth,  10  weekly  doses. 
Neoarsphenamine,  5 weekl 
doses. 

Bismuth,  10  weekly  doses. 
Rest  period. 

Bismuth,  10  weekly  doses. 


V 


' ! 


u Although  initial  use  of  large  doses  of  an 
arsenical  is  generally  to  be  avoided  in  treat- 
ment of  other  acute  ocular  lesions  of  syphilis 
because  of  the  danger  of  Herxheimer  reac- 
tion in  the  involved  eye,  pragmatically  this 
does  not  apply  to  Interstitial  keratitis.  It  is 
apparent  that  this  procedure  in  treating  inter- 
stitial keratitis  very  rarely  aggravates  the 
disease  in  the  eye  or  in  other  organs. 


It  is  imperative  that  treatment  he  cor  jit 
tlnuous  at  least  throughout  the  activ 
stage  of  the  disease. 

The  administration  of  iodides  is  nc 
recommended. 

Refraction  after  disappearance  of  it  jin 
flammatory  symptoms  is  always  desire  1% 
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able  since  improvement  in  visual  acuity 
may  result. 

1Summary  and  conclusions. — A report  is 
ide  of  an  analysis  of  532  patients  with 
terstitial  keratitis  who  were  treated  or 
served  for  at  least  1 year. 

Seventy-three  percent  of  the  patients 
ire  white,  27  percent  were  Negroes, 
xty  percent  were  females.  The  median 
e at  onset  was  12  years  for  females,  and 
years  for  males. 

^Thirty  percent  of  patients  with  inactive 
terstitial  keratitis  previously  treated 
d a negative  serologic  reaction  of  the 
ood  ; 2.5  percent  of  patients  with  active 
terstitial  keratitis  who  were  untreated 
d a negative  reaction. 

In  532  patients  other  syphilitic  mani- 
stations  were  incident  in  varying 
|.‘gree,  as  follows : Hutehinsonian  teeth, 

I'  percent ; bone  and  joint  involvement, 
ji  percent ; labyrinthine  disease,  10  per- 
nt ; chorioretinitis,  8 percent ; neuro- 
(philis  (symptomatic  and  asympto- 
atic),  8 percent;  paresis  and  tabo- 

j xresis,  0.4  percent. 

In  42  percent  of  patients  both  eyes 
ere  involved  either  simultaneously  or 
ithin  l month  of  each  other.  The  per- 
ntage  with  second  eye  involvement  in- 
eased  slowly  to  the  tenth  year.  At  this 
me  the  second  eye  had  become  involved 
79  percent. 

The  effect  of  different  schemes  of 
eatment  on  final  visual  acuity,  with  or 
ithout  refraction,  was  graphically  repre- 
nted.  Different  schemes  of  treatment 
mprised  routine  (more  than  20  injec- 
ons  of  an  arsenical  or  less  than  20  in- 
ctions  in  conjunction  with  a heavy 
ietal) , routine  with  iodides,  routine  with 
ver  (malaria,  mechanical  fever  therapy, 

■ vaccines  intravenously),  and  routine 
ith  iodides  and  fever.  Treatment  was 
so  classified  as  continuous,  intermit- 
nt,  and  irregular. 

(It  appeared  that  treatment  adminis- 
red  in  the  inactive  stage  of  interstitial 
jiratitis  was  of  limited  value  in  improv- 
g visual  acuity. 

The  importance  of  employing  at  least 
) injections  of  an  arsenical  in  the  active 
age  of  the  disease  was  emphasized. 
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Arsphenamine  and  neoarsphenamine  ob- 
tained approximately  the  same  results. 

The  administration  of  iodides  un- 
favorably influenced  final  visual  acuity 
in  both  active  and  inactive  interstitial 
keratitis. 

The  superiority  of  one  plan  of  treat- 
ment over  another  involved  an  increase 
in  the  proportion  of  patients  with  excel- 
lent vision  following  treatment  and  not 
a decrease  in  the  proportion  whose  sight 
remained  poor. 

Routine  therapy  supplemented  with 
fever  therapy  was  superior  to  other  forms 
of  treatment  in  preventing  relapse.  Of 
55  patients  thus  treated  only  one  had  a 
relapse.  Relapses  after  other  types  of 
treatment  ranged  from  13  to  18  percent. 
Relapse  was  more  frequent  in  patients 
treated  with  less  than  20  injections  of 
an  arsenical  than  in  patients  treated  with 
more  than  20  injections. 

Continuous  treatment  was  superior  to 
intermittent  or  irregular  treatment  only 
insofar  as  concerned  final  visual  acuity 
of  the  poorer  eye,  and  in  causing  less 
poor  visual  acuity  or  blindness. 

Best  results  were  obtained  in  patients 
with  active  interstitial  keratitis  who 
were  treated  with  an  arsenical  combined 
with  the  use  of  a heavy  metal  and  fever 
therapy.  This  treatment  resulted  in  the 
following  final  visual  acuity  (total  eyes)  : 
Excellent  (20/30  to  20/20),  51  percent; 
good  (20/50  to  20/40),  17  percent;  fair 
20/200  to  20/70),  22  percent;  poor  (less 
than  20/200)  and  blind,  10  percent.  This 
compared  with  the  visual  acuity  (total 
eyes)  of  untreated  patients  (control 
group)  as  follows  : Excellent,  24  percent; 
good,  27  percent ; fair,  37  percent ; poor 
and  blind,  12  percent. 
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DIAGNOSIS 


Syphilis  of  the  center  of  the  face. 

Harold  N.  Cole,  James  R.  Driver  and 
Hal  E.  Freeman.  Arch.  Dermat.  & 
Syph.,  Chicago,  43:  943-948,  June 
1941. 

Syphilis  of  the  center  of  the  face  has 
been  known  for  many  years  hut  few 
instances  have  been  reported. 

The  authors  have  observed  the  case  of 
syphilis  of  the  face  here  reported  for 
many  years.  The  patient,  a man,  is  now 
31  years  old  and  has  been  blind  for  20 
years.  He  was  the  first-born  child  of  a 
woman  who  subsequently  had  7 miscar- 
riages; he  had  a half-brother  who  lived. 
The  mother,  who  was  syphilitic,  died  in 
1923  at  the  age  of  46.  She  had  chronic 
alcoholism  and  did  everything  possible 
to  keep  her  child  from  seeing  physicians. 
His  history  shows  several  admissions  to 
the  hospital : In  May  1912  when  he  was 
about  4 years  old  he  had  a sore  left  eye, 
and  roentgenograms  of  the  right  radius 
and  ulna  showed  signs  of  syphilis.  Mer- 
cury ointment  was  prescribed  and  used 
for  about  2 months.  At  4%  years,  sores 
about  the  nostrils  were  noted  and  mer- 
cury ointment  rubs  were  administered  for 
about  8 months.  He  was  next  hospital- 
ized for  9 months  in  1917  for  recurrence 
of  sore  nose,  and  by  May  1918  the  nose 
was  entirely  gone.  At  the  age  of  14  the 
entire  center  of  the  face  had  been  eroded. 
The  eyeballs  could  be  palpated  under- 
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neath  the  ulcerating  tissue.  In  1924 
had  many  injections  of  various  trivale|>If 
arsenicals  and  intramuscular  injections 
mercury  and  bismuth  preparations.  J 
ter  this  the  patient  remained  a ward 
the  county  and  without  treatment  un 
January  1940,  when  he  was  admitted  ! 
the  Cleveland  City  Hospital  for  furtb|f)< 
observation. 

The  entire  center  of  the  face,  ineludi? 
the  eyes,  was  replaced  and  overgrown 
a pliable  but  firm  scar.  There  was 
single  opening  through  which  he  al 
talked,  and  breathed.  Hearing  was  go) 
in  the  right  ear  and  diminished  in  t) 
left.  He  reads  Braille  and  has  adjust' 
himself  well,  considering  his  handicaj ; it 
Serologic  tests  showed  the  Wassermai 
reaction  to  be  strongly  positive  while  tl 
Kline  diagnostic  and  exclusion  tests  ga 
negative  results.  The  authors  expre 
the  hope  that  this  report  will  forcibly  cs 
attention  of  syphilologists  and  of  roen 
genologists  to  syphilis  in  the  center  ■ 
the  face. 


Tertiary  syphilids  of  the  nose.  Jam 

S.  Snow.  South.  M.  J.,  Birminghai 

34:  713-717,  July  1941. 

The  author  presents  a series  of  42  cas<  si 
of  late  syphilids  of  the  nose  seen  at  tl  il 
University  of  Michigan  Hospital  durin 
the  past  15  years.  These  patients  wei  li 
from  26  to  76  years  of  age.  The  averag  si 
age  was  41.  There  were  31  women  an  i; 
11  males  in  the  group,  a ratio  of  almot  s 
3 to  1.  There  were  40  cases  of  acquire  : 
syphilis  and  2 of  congenital  infectioi  > 
Before  coming  to  the  hospital  only  7 of  th 
42  patients  knew  that  they  had  ever  ha 
syphilis.  The  duration  of  the  nose  lesion 
varied  from  1 month  to  12  years.  Th! 
average  duration  was  13  months  on  admis  - 
sion.  The  duration  of  the  syphilitic  ip  it 
fection,  as  accurately  as  could  be  detei 
mined,  varied  from  9 months  to  40  yean 
The  average  duration  was  16  years.  I j 
9 cases  the  syphilitic  skin  lesions  wer  j 
confined  to  the  nose.  In  26  cases  (62  per  j 
cent)  there  was  a solitary  lesion  involving  il 
the  nose  and  upper  lip  or  adjacent  cheel  i! 
areas.  In  32  cases  (76  percent)  the  skii 
lesions  were  restricted  to  the  face.  It 
. 
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fie  remaining  10  cases  there  were  other 
ijtive  syphilids  elsewhere  on  the  body 
jirface.  All  of  the  tertiary  lesions  in- 
jblving  the  skin  of  the  nose  were  nodular 
nodulo-ulcerative  in  character.  In  a 
it  ;w  cases  the  nodules  were  superficial  and 
jiere  was  a scale  present,  but  in  the  large 
ijiajority  of  cases  the  process  was  hyper- 
ophic.  This  was  especially  true  about 
, ie  external  nares,  where  the  proliferative 
I rowth  frequently  occluded  the  openings, 
n actual  tumorous  mass  was  frequently 
t roduced  in  this  area, 
n The  chronic  inflammatory  process  gave 
aese  lesions  a dull  erythematous  color, 
hich  usually  had  a blue  or  violet  hue. 
he  areas  involved  were  indurated  and 
f a firm  rubbery  consistency.  All  were 
elatively  painless.  In  some  cases  there 
as  rapid  destruction  of  nasal  tissue.  In 
ddition  to  the  damage  to  the  skin  and 
ubcutaneous  tissue  which  resulted  in 
lame  permanent  scarring  in  all_  cases, 
here  was  an  actual  destruction  of  the 
artilages  of  the  tip  or  alae  of  the  nose  in 
cases  (21  percent).  This  produced  per- 
lanent  disfigurement.  The  septum  was 
amaged  in  31  percent  of  the  cases.  There 
?as  simple  perforation . in  5 cases,  and 
estruction  of  the  septum  and  nasal  bones, 
nth  resulting  deformity  of  the  bridge  of 
lie  nose,  in  8 cases. 

In  addition  to  the  lesions  of  the  nose 
nd  skin  there  were  other  manifestations 
f syphilis  present  in  65  percent  of  the 
ases.  There  was  active  involvement  of 
he  tongue,  palate,  or  pharynx  in  10 
;ases.  The  larynx  was  involved  in  3 
ases.  One  of  these  also  had  an  exten- 
live  syphilitic  tracheitis  which  necessi- 
lated  bronchoscopy  in  order  to  remove 
large  obstruction  crusts.  In  7 cases  there 
j/as  clinical  evidence  of  cardiovascular 
lyphilis,  and  in  4 there  was  syphilitic 
ione  involvement  other  than  that  of  the 
ose.  Thirteen  patients  (31  percent) 
flowed  evidence  of  central  nervous  sys- 
em  involvement,  as  demonstrated  either 
y abnormal  spinal  fluid  findings  or  by 
efinite  neurologic  signs.  The  serologic 
fahn  test  was  positive  in  all  but  one 
ase,  that  of  a 66-year-old  woman  who 
iad  acquired  her  infection  40  years  pre- 
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viously.  Her  nose  lesion  had  been  present 
for  about  10  years  and  showed  little  evi- 
dence of  activity  at  the  time  of  exami- 
nation. 

Tertiary  syphilids  of  the  nose  must  be 
differentiated  from  the  following  condi- 
tions: (1)  Tuberculosis  cutis,  including 
lupus  vulgaris  and  tuberculosis  cutis 
orificialis;  (2)  epithelioma;  (3)  acne 
rosacea  and  rhinophyma ; (4)  rosacea- 
like tuberculid,  lupus  erythematosus, 
sarcoid;  (5)  infectious  eczematoid  der- 
matitis; (6)  impetigo  with  marked  crust- 
ing; (7)  ringworm;  (8)  bromoderma  and 
iododerma;  (9)  blastomycosis;  (10)  ac- 
tinomycosis; (11)  leprosy;  (12)  rhino- 
scleroma;  (13)  glanders.  Several  of 
these  patients  had  a syphilitic  laryngitis 
which  had  previously  been  considered 
tuberculous.  The  differential  diagnosis 
of  these  cases  is  discussed  in  detail. 

The  final  cosmetic  results  obtained  in 
these  cases  was  surprisingly  good.  The 
lesions  rapidly  involuted  with  therapy 
consisting  of  courses  of  arsphenamine, 
neoarsphenamine,  or  mapharsen,  together 
with  bismuth  and  potassium  iodide.  How- 
ever, in  those  cases  in  which  destruction 
of  the  cartilages  or  small  bones  of  the 
nose  had  occurred,  the  resulting  defect 
was  permanent.  Treatment  of  those 
patients  with  cardiovascular,  hepatic,  or 
central  nervous  system  syphilis,  or  with 
syphilis  of  the  larynx,  was  given  cau- 
tiously to  avoid  serious  treatment  reac- 
tions which  might  prove  fatal. 

Local  trauma  and  inflammation,  espe- 
cially that  accompanying  upper  respira- 
tory infections  (chronic  sinus  infections, 
colds  in  the  head,  etc.)  seemed  to  be  an 
important  factor  in  the  localization  of  the 
syphilitic  process  in  a significant  number 
of  the  cases  studied. 

Are  radial  lip  scars  a dependable  sign 
of  congenital  syphilis?  W.  Krantz. 
Dermat.  Wchnschr.,  Leipzig,  112: 
369-374,  May  10,  1941. 

After  reviewing  the  literature  on  lip 
scars,  the  author  points  out  that  although 
congenital  syphilis  is  not  the  only  cause 
of  these  scars,  it  is  undoubtedly  the  prin- 
cipal cause.  They  are  of  great  diagnos- 

323 


tic  importance  when  they  are  well  marked 
and  form  small  identations  into  the  red 
portion  of  the  lip,  when  they  extend  in 
the  form  of  whitish  furrows  far  into  the 
surrounding  skin  of  the  face.  The  blood 
should  be  tested,  however,  and  other  signs 
of  congenital  syphilis  sought  so  that, 
whenever  possible,  the  diagnosis  will  not 
be  based  on  lip  scars  alone.  The  less 
characteristic  the  scars  are  the  more 
they  lose  in  diagnostic  value. 

Roentgenographic  diagnosis  of  congeni- 
tal syphilis  in  unerupted  permanent 

teeth.  Bernard  G.  Sarnat,  Isaac 

Schour  and  Robert  Heupel.  J.  A. 

M.  A.,  Chicago,  116:  2745-2747,  June 

21,  1941. 

As  demonstrating  the  value  of  routine 
intraoral  roentgenograms  of  unerupted 
permanent  teeth  as  an  aid  in  the  early 
diagnosis  of  congenital  syphilis  the  au- 
thors discuss  the  care  of  a Negro  girl.  A 
diagnosis  of  congenital  syphilis  was  made 
when  she  was  2 years  of  age.  Roent- 
genograms of  the  long  bones  were  of 
no  diagnostic  aid.  Treatment  consisted 
of  acetarsone  alternated  with  bismuth 
salicylate. 

A roentgenographic  diagnosis  of  con- 
genital syphilis  was  made  on  the  un- 
erupted permanent  central  incisors  and 
first  molars  of  the  child  when  she  was  4 
years  of  age,  and  this  was  confirmed 
clinically  2 years  later  when  the  teeth 
had  appeared  in  the  oral  cavity.  The 
teeth  showed  disturbances  in  the  develop- 
mental phases  which  occur  during  the 
neonatal  period  and  earliest  infancy. 
The  effects  were  different  in  the  growing 
deciduous  and  permanent  teeth,  depend- 
ing on  the  developmental  stage  active  at 
the  time.  The  deciduous  teeth,  active  in 
the  formation  of  enamel,  showing  hypo- 
plasia ; the  permanent  teeth,  active  in 
morpho-differentiation,  showed  a dis- 
turbed dentino-enamel  junction  with  a 
resulting  characteristic  distortion  of  the 
crown.  The  child  had  had  bronchopneu- 
monia during  infancy  and  possibly  rick- 
ets; the  presence  of  hypoplasia  of  the 
enamel  in  the  permanent  teeth  was  prob- 
ably a record  of  this  systemic  disturbance, 


which  had  been  present  from  about  12 
third  to  the  tenth  month. 

The  changes  in  the  teeth  are  permane; 
while  those  in  bone  are  subject  to  resoi 
tion.  Had  intraoral  roentgenograms  be 
taken  when  those  of  the  long  bones  wc; 
(when  she  was  2 years  old) , the  diagno 
of  congenital  syphilis  would  probat 
have  been  confirmed  by  the  dent:1  k 
abnormalities. 

The  authors  believe  that  roentgeri|er 
grams  of  the  unerupted  permanent  tee 
as  well  as  of  the  long  bones  should 
used  as  an  aid  in  the  early  diagnosis 
congenital  syphilis. 


^ I 


Genitoinfectious  lesions  in  the  ma 
complicated  by  gonorrhea.  Geor 
Shropshear  and  Donald  K.  Hibt 
Am.  J.  Syph.,  Gonor.  & Ven.  Dis.,  £ 
Louis,  25:  435-444,  July  1941. 

- cQ 

Since  gonorrhea  is  perhaps  the  mo 
prevalent  venereal  infection,  estimated 
be  three  to  five  times  as  prevalent  : 
syphilis,  it  is  not  uncommon  to  find  th 
disease  associated  with  other  genitoii 
fectious  lesions  in  the  male.  The  authoi  i 
state  that  the  physician’s  first  respons 
bility  is  to  establish. the  presence  or  al 
sence  of  syphilis  in  cases  of  gonorrlie: 
bearing  in  mind  the  relative  frequency  c 
intrameatal  primary  lesions. 

During  1939,  306  cases  of  primary  an 
secondary  syphilis  in  male  patients  wer 
diagnosed  at  the  Municipal  Social  Hj 
giene  Clinic  of  the  Chicago  Board  c 
Health.  In  33  (10.7  percent)  of  thes: 
cases,  primary  or  secondary  syphilis  wa 
observed  in  patients  with  gonorrhea.  0 
161  cases  of  primary  syphilis,  gonor rhei 
was  found  in  23  instances  (14.2  percent) 
In  145  patients  with  secondary  syphilis 
gonorrhea  was  observed  in  10  cases  (®f 
percent) . Kemp  and  Shaw  observed  tha 
in  500  cases  of  gonorrheal  urethritis  ii 
the  male,  there  were  10  cases  (2  percent): 
with  infectious  syphilis. 

Coincidental  venereal  disease  lesions 
e.  g.,  syphilis,  chancroid,  granuloma  in- 
guinale, venereal  lymphogranuloma,  ir 
various  combinations  may  be  associated 
with  gonorrhea  in  the  same  patient.  A 
review  of  73  cases  of  chancroid  in  the  male 
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Revealed  that  in  3 patients  (4.1  percent) 
:hancroid  and  gonorrhea  were  found  to 
be  associated  conditions.  In  105  cases  of 
benereal  lymphogranuloma  in  men,  there 
vere  4 (3.8  percent)  in  which  mixed  in- 
action with  gonorrhea  occurred.  In  3 
iut  of  7 cases  of  granuloma  inguinale  in 
he  male,  observed  during  the  past  year, 
pnorrhea  was  a complication.  Genital 
usospirochetosis  in  the  male,  giving  rise 

0 erosive  balanoposthitis,  is  sometimes 
ssociated  with  gonorrhea.  These  lesions 
re  of  great  importance  because  the  pri- 
nary  lesion  of  syphilis  may  arise  as  a 
imple  balanoposthitis. 

1 Gonorrhea  may  also  be  associated  with 
ssions  such  as  verruca  acuminata,  sca- 
les, herpes  progenitalis,  lichen  planus,  in- 
ected  sebaceous  cysts,  and  simple  infected 
brasions.  Although  the  diagnosis  is  fre- 
uently  obvious,  these  lesions  must  be 
ubjected  to  repeated  dark-field  examina- 
ions,  since  syphilis  may  occasionally  be 
uperimposed.  The  possibility  of  malig- 
ancy  involving  the  external  genitalia  in 
Ihe  male  must  be  emphasized. 

In  the  authors’  experience  the  concur- 
ent  administration  of  neoarspheuamine 
itravenously  to  patients  with  syphilis 
•ho  were  receiving  small  doses  of  sulfa- 
ilamide  orally  for  the  treatment  of  gon- 
rrhea,  produced  no  untoward  reaction, 
his  observation  also  held  true  for  the 
itramuscular  injection  of  fuadin  in  cases 
f mixed  infection  with  granuloma  in- 
ainale  and  gonorrhea. 

According  to  the  authors,  the  effective- 
less  of  sulfanilamide  in  chancroid  and 
isnereal  lymphogranuloma  has  greatly 
mplified  the  treatment  of  these  diseases, 
hether  associated  or  not  with  gonorrhea. 

ymphogranuloma  venereum.  Report 
of  an  unusual  example  involving  the 
lymphatic  glands  of  the  buttock  and 
adjacent  regions.  Maurice  J.  Costello 
and  Gerard  DeOreo.  Arch.  Dermat.  & 

, Syph.,  Chicago,  43:  997-999,  June 
1941. 

A Negro  seaman,  aged  35  years,  was 
knitted  to  Bellevue  Hospital,  giving  a 
:story  of  having  had  gonorrhea.  In 
*37  he  had  a right  inguinal  bubo  which 


had  discharged  pus  from  several  open- 
ings. In  May  1938  a smaller  swelling 
developed  on  the  right  buttock,  and  sev- 
eral months  later  a hard  swelling  oc- 
curred on  the  right  hip  which  later  dis- 
charged pus.  Examination  showed  in 
the  right  inguinal  suprapubic  and  geni- 
tocrural  regions  and  on  the  right  buttock 
and  right  hip  a massive,  tense,  shiny, 
hyperpigmented  induration  with  multiple 
fistulous  openings.  The  Wassermann  re- 
action of  the  blood  was  repeatedly  nega- 
tive, but  the  Kahn  reaction  was  positive. 
The  intracutaneous  and  intravenous  in- 
jections of  Frei  antigen  of  the  mouse- 
brain  and  chick-embryo  types  gave 
positive  reactions.  Chancroid,  scrofulo- 
derma, actinomycosis,  blastomycosis  were 
ruled  out,  as  was  also  tuberculosis.  To 
confirm  the  diagnosis  of  venereal  lympho- 
granuloma there  were  typical  inguinal 
lymphadenopathy,  a positive  reaction  to 
the  intradermal  injection  of  Frei  antigen, 
and  a histologic  picture  which  showed 
many  of  the  changes  usually  seen  in  this 
disease. 

Gonococcal  infections.  Diagnosis  and 

criterion  of  cure.  Adolph  Jacoby.  J. 

Michigan  M.  Soc.,  Lansing,  40:  435- 

439,  June  1941. 

The  diagnosis  of  gonorrhea  in  women  is 
very  frequently  overlooked  both  in  pri- 
vate practice  and  in  institutions.  This 
is  shown  by  the  fact  that  of  the  12,807 
cases  of  gonorrhea  reported  in  1939  in 
New  York  City  2,827  were  female,  and 
of  71,090  cases  reported  in  England  and 
Wales  for  1935  and  1936,  15,447  were 
female.  The  reason  for  the  marked 
difference  in  reporting  cases  in  the  male 
and  female  lies  largely  in  the  belief  of 
most  physicihns  that  the  diagnosis  can 
be  made  only  on  laboratory  evidence. 

The  diagnosis  of  gonorrhea  must  be 
made  from  a summation  of  the  various 
factors  obtained  from  the  history,  symp- 
tomatology, physical  signs,  and  labora- 
tory reports.  The  usual  laboratory  evi- 
dence employed  is  the  smear,  culture,  and 
complement  fixation  test.  In  an  analysis 
of  1,482  women  in  prison  who  were  found 
to  have  gonorrhea,  it  is  shown  that  65.8 
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percent  of  the  cases  would  have  been  over- 
looked if  the  smear  alone  had  been  used 
as  a criterion,  and  if  the  diagnosis  had 
been  made  from  the  culture  alone  47.2 
percent  would  have  been  missed.  The 
complement  fixation  test  at  present  is  of 
very  uncertain  value.  In  an  examination 
of  4,262  prostitutes  only  22.4  percent 
were  discovered  to  have  gonorrhea  as  a 
result  of  smear  and  culture  examination. 

In  no  other  diagnosis  is  a detailed 
and  thorough  history  so  essential  as  in 
the  diagnosis  of  gonorrhea  in  women. 
This  history  must  include  a searching 
inquiry  into  the  past  existence  of  urinary 
symptoms  and  vaginal  discharge. 

In  view  of  the  wide  use  of  the  sulfon- 
amide compounds  in  treating  gonorrhea, 
it  is  especially  important  that  the  criteria 
of  cure  be  sufficiently  searching  to  un- 
cover any  incompletely  cured  infection. 
The  only  sure  method  of  determining  cure 
is  by  prolonged  observation  and  persist- 
ently negative  physical  symptoms,  physi- 
cal signs,  and  smears  and  cultures. 
Provocative  measures  in  the  female  have 
been  abandoned,  and  the  author  thinks 
that  in  the  male  they  are  not  of  much 
value. 

The  Frei  test  for  lymphogranuloma, 
venereum.  Experiences  with  a new 
antigen  (lyg'ranum)  prepared  from  in- 
fected yolk  sac  of  developing  chick 
embryo.  S.  Edward  Sulkin.  J.  A. 
M.  A.,  Chicago,  116:  2663-2665,  June 
14,  1941. 

The  author  says  that  antigen  prepared 
from  the  yolk  sac  of  the  developing  chick 
embryo  infected  with  the  virus  of  venereal 
lymphogranuloma  can  replace  that  pre- 
pared from  infected  mouse  brain  or  from 
human  pus  for  performing- the  Frei  cu- 
taneous test.  On  the  basis  of  an  analysis 
of  the  results  obtained  in  42  patients  with 
venereal  lymphogranuloma  and  20  non- 
lymphogranulomatous  persons,  this  anti- 
gen (lygranum)  was  found  to  be  superior 
to  mouse-brain  antigen  in  sensitivity  and 
specificity.  In  11.9  percent  of  the  cases 
of  venereal  lymphogranuloma  the  papules 
appearing  in  reaction  to  control  mouse- 
brain  material  were  5 mm.  or  more  in  di- 


■ 
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ameter  and  were  indistinguishable  fro 
those  seen  in  positive  Frei  reactions.  1 
each  of  these  cases  a positive  diagnos 
could  be  made  with  the  yolk  sac  antig(| 
or  with  the  material  from  human  pi 
Throughout  the  investigation  the  rea 
tions  to  mouse  brain  were  invariab 
more  intense  than  those  resulting  fro; 
human  pus  or  yolk  sac  material.  No! 
specific  papules  were  produced  in  29 
the  42  lymphogranulomatous  persons  l 
ceiving  control  mouse-brain  materi: 
while  only  16  patients  showed  reactio 
to  the  lygranum-control  material.  The 
results  substantiate  recently  reported  c 
servations  by  Grace,  Rake  and  Shaffer.  ; 


TREATMENT 


Preliminary  report  of  sulfanilamid 


sulfapyridine,  and  local  therapy 


gonococcal  infection  in  women.  ] 

Close  Hesseltine,  Lucile  R.  Hac,  Fr< 
L.  Adair  and  Donald  K.  Hibbs.  Ai 
J.  Syph.,  Gonor.  & Yen.  Dis.,  St.  Lou; 
25:  454-460,  July  1941. 


The  authors  present  a preliminary  r 
port  of  a study  which  has  been  started 
evaluate  current  therapies  used  in  gon 
coccal  infection  in  women.  The  intenth 
was  to  follow  a sufficient  number  of  car 
fully  controlled  cases,  checked  over 
long  period  of  time  by  smear  and  cultui 
in  order  that  definite  conclusions  migl 
be  drawn  concerning  the  type  and  leng 
of  treatment  and  the  requirements  whi< 
should  be  fulfilled  before  a patient  mig] 
be  discharged  as  cured.  The  plan  of  pr 
cedure  and  some  of  the  results  obtain* 
are  presented.  The  series  thus  far  coi 
pleted  is  too  small  to  be  used  as  a bas 
for  final  conclusions. 

Since  many  authorities  believe  that  go 
ococcal  infection  in  women  runs  a sel 
limited  course,  it  would  have  been  ide 
to  have  had  a series  of  untreated  patien 
for  controls.  That  proved  to  be  impo 
sible.  Instead,  local  treatment  was  ust 
for  comparison  with  the  results  fro 


326 


Venereal  Disease  Information,  September  19 


[“liemo  therapy.  Local  treatment  eon- 
listed  of  the  application  of  2 percent  mer- 
|urochrome  to  the  cervix  and  cervical 
ianal  and  the  instillation  of  5 percent 
pilver  proteinate  into  the  urethra.  The 
patients  in  whom  local  treatment  failed 
here  given  drug  therapy  when  possible. 

3 The  dosage  of  sulfanilamide  consisted 
If  4.0  gm.  (60  grains)  in  4 doses  daily  for 
1 days  followed  by  2.6  gm.  (40  grains) 
jaily  for  10  days.  The  dosage  of.sulfa- 

iyridme  was  3.0  gm.  (45  grains)  daily  for 
days,  followed  by  2.0  gm.  (30  grains) 
i aily  for  4 days.  Those  patients  who  did 
ot  respond  favorably  to  treatment  were 


iven  a second  course  of  the  same  drug 
1 week  later,  and,  if  they  still  did  not 
espond,  they  were  given  a week  of  rest 
nd  then  treated  with  the  other  drug, 
ome  of  the  patients  who  did  not  re- 
spond to  either  the  sulfanilamide  or  the 
ulfapyridine  were  treated  with  sulfa- 
hiazole. 

All  of  the  patients  were  ambulatory; 

0 percent  were  Negroes.  Diagnosis  in 
very  case  was  based  on  cultures  of  the 
onococeus.  Criteria  of  cure  were  rigid, 
'he  patients  were  followed  up  through 
hree  menstrual  cycles  with  smears  and 
ultures  taken  before,  during,  and  just 
blowing  menstruation.  In  order  to  de- 
irmine  how  soon  the  patients  became 
egative  and  if  and  when  a relapse  oc- 
urred,  smears  and  cultures  were  made 
vo  or  three  times  a week  during  treat- 
lent.  After  the  first  negative  culture 
'as  obtained,  smears  and  cultures  were 
lade  twice  a week  for  the  first  month, 
ace  a week  during  the  second  month,  and 
ace  in  2 weeks  during  the  third  month — - 
minimum  of  17  smears  and  cultures  for 
ich  patient. 

Of  41  patients  given  local  treatment,  8 
20  percent)  were  cured,  and  33  (80  per- 
mit) were  not  cured.  Seventeen  of  the 
lilures  were  given  chemotherapy,  to 
hich  16  responded  favorably.  The  1 
lilure  gave  evidence  of  reinfection. 

Of  the  46  patients  given  sulfanilamide, 

1 (70  percent)  were  cured,  and  14  (30 
jrcent)  were  not  cured.  Of  the  14  not 
ired,  6 showed  signs  of  reinfection;  8 
id  not  show  such  evidence.  The  prob- 


able drug  failure  was  17  percent  for  this 
series. 

Of  the  63  patients  given  sulfapyridine, 
45  (71  percent)  were  cured,  and  18  (29 
percent)  were  not  cured.  Of  the  18  not 
cured,  14  showed  evidence  of  reinfection, 
and  4 showed  no  such  evidence.  The 
probable  drug  failure  was  6 percent  for 
this  series. 

Thus,  with  sulfapyridine  therapy,  the 
duration  of  treatment  was  shorter,  the 
dosage  was  smaller,  the  response  was 
quicker,  the  percentage  of  failures  was 
lower,  and  the  patients  complained  less 
of  toxic  symptoms  than  with  sulfanil- 
amide. 

The  present  status  of  the  gonorrheal 

vaginitis  problem.  Robert  M.  Lewis, 

Am.  J.  Syph.,  Gonor.  & Yen.  Dis.,  St. 

Louis,  25:  496-503,  July  1941. 

The  author  states  that  in  general  the 
fundamental  principles  of  management  of 
gonococcal  infections  of  men,  women,  and 
children  are  the  same,  although  each  has 
problems  which  differ  in  detail.  Keyes’ 
aphorism  that  our  grandfathers’  genera- 
tion had  gonococcal  infections  and  recov- 
ered with  no  adequate  treatment  is  a 
memorable  one.  In  the  past  forgetting 
the  tendency  to  spontaneous  cure  has  led 
to  at  least  two  unfortunate  results:  (1) 
The  curative  results  of  different  prepara- 
tions and  procedures  have  been  miscalcu- 
lated, as  it  is  now  realized  that  spontane- 
ous recovery  accounted  for  most  of  the 
reported  cures.  This  is  especially  true  of 
vaginitis  cases.  (2)  The  physician,  feel- 
ing a great  responsibility  to  cure  his 
patient  rather  than  to  let  the  patient 
recover,  often  made  the  infection  worse 
by  the  vigor  of  his  local  treatments. 

It  is  not  possible  to  estimate  the  inci- 
dence of  gonococcal  infections  of  girls 
from  health  department  reports.  A great 
majority  of  such  cases  are  not  reported. 
In  1939  only  316  cases  of  the  disease  in 
little  girls  were  reported  by  the  Depart- 
ment of  Health  of  New  York  City.  Most 
cases  of  vaginitis  in  children  are  not  of 
gonococcal  origin.  With  the  develop- 
ment of  practical  methods  of  culture,  it  is 
now  possible  to  eliminate  many  cases 
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erroneously  diagnosed  as  gonococcal  in- 
fection by  spreads  alone. 

A considerable  proportion  of  children’s 
gonococcal  infections  occur  during  the 
first  18  to  24  months  of  life.  Their  source 
has  never  been  definitely  determined. 
McLeod,  in  an  unpublished  study,  reports 
that  of  a group  of  47  girls  born  of  mothers 
with  gonococcal  infections  at  the  time  of 
delivery,  38  yielded  positive  spreads  at 
some  time  during  the  first  18  months  of 
life.  Of  these  38,  only  15  showed  clinical 
evidence  of  infection  before  the  age  of  1 
month,  and  18  first  showed  clinical  evi- 
dence of  infection  in  the  period  between  5 
and  18  months  after  birth.  Culture 
studies  were  not  available  and  the  diag- 
nosis depended  on  positive  spreads  and 
clinical  symptoms. 

Miss  E.  P.  Rice,  Director  of  Medical 
Social  Service  of  the  New  Haven  Hospi- 
tal, found  that,  in  8 of  15  cases  of  little 
girls  with  gonococcal  vaginitis  (the  ages 
of  the  patients  ranged  from  5 to  12  years) , 
histories  of  sexual  contact  with  men  or 
boys  was  disclosed  by  painstaking  inquiry. 

Children  in  New  Haven  are  returned  to 
school  while  still  infected  and  under 
treatment,  but  not  if  the  vaginal  discharge 
is  profuse.  This  policy  has  been  success- 
ful, appears  reasonable,  and  is  in  force 
elsewhere.  It  increases  the  responsibility 
of  schools  in  supervising  the  children’s 
hours  of  recreation. 

Criteria  of  cure  should  include  negative 
cultures  from  the  dimple  of  the  small  ex- 
ternal cervical  os,  which  contains  vaginal 
contaminants.  For  practical  purposes  a 
child  may  be  discharged  as  presumably 
cured  after  3 months  during  which  she 
has  been  clinically  well  with  persistent 
negative  spreads  and  cultures  taken  from 
the  vagina.  Presumably,  even  some  such 
patients  may  have  a later  recurrence. 
Without  a formal  announcement  of  “cure” 
such  children  may  attend  school  and 
return  to  intimate  association  with  other 
children,  although  they  should  be  kept 
under  careful  observation  for  at  least  a 
year  or  longer. 

The  author  states  that  in  the  treatment 
of  many  types  of  nonspecific  vaginal  in- 
fections and  occasionally  secondary  vagi- 


nitis, which  may  succeed  gonococcal  hi  is 
fections,  the  estrogens  are  still  of  gret|  tjei 
value.  Results  with  sulfanilamide  i ill 
cases  of  gonococcal  vaginitis  in  childre  ifi 
have  not  been  very  satisfactory.  Schau:  § 
fler,  in  a summary  of  a large  number  <|  iti 
reports  by  different  authors,  found  the*  in 
an  average  figure  for  successful  treatmer  1] 
with  sulfanilamide  probably  is  between  3 ®r 
and  50  percent.  Sulfapyridine  seems  t it 
be  the  most  effective  drug  in  this  cond  mi 
tion  ('at  the  time  the  author  made  thi  Itl 
report).  Sulfa thiazole  should  prove  1 it 
be  an  improvement  over  sulfapyridine.  | ail 
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The  management  of  gonorrhea  for  na 
tional  defense.  Oscar  F.  Cox.  Bui 

J01 

Genitoinfect.  Dis.,  Boston,  5:  l-\\  ,s 
May  1941. 
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Not  the  least  important  of  the  man 
factor's  upon  which  the  efficiency  of  a 
army  depends  is  the  skill  with  which  th 
medical  profession  manages  the  gon( 
coccal  infections.  The  incidence  of  ir 
fection  among  civilians  following  de 
mobilization  possibly  may  not  be  kep 
from  rising,  but  the  loss  of  time  resultin 
from  the  infection  can  be  greatly  reduced 
The  most  efficient,  methods  for  man 
aging  gonococcal  infections  are  not  yet  ii 
general  use.  In  some  places  local  treat 
ment  is  still  relied  upon  to  the  exclusioi 
of  modern  chemotherapy.  In  spite  of  th< 
fact  that  sulfapyridine  and  sulfathia 
zole  are  known  to  be  3 to  4 times  mor< 
efficient  than  sulfanilamide,  during  th< 
past  6 months  7 times  more  sulfanilamid* 
than  sulfapyridine  and  sulfathiazole  com 
bined  was  sold  to  the  American  public  t 
Cox  believes  it  to  be  a sound  public 
health  procedure  to  prescribe  a few  sulfa 
thiazole  tablets  for  the  male  or  female  . 
patient  while  waiting  for  the  laboratory 
reports  from  smears  or  cultures.  By  this1  su 
means  the  extension  of  the  infection  wil 
have  been  prevented,  and  no  harm  will 
have  been  done  to  the  patient  in  thost 
rare  instances  in  which  the  purulent  dis 
charge  was  not  due  to  the  gonococcus 
In  some  military  establishments  it  is 
the  practice  to  confine  all  patients  witl 
gonococcal  infection  to  the  hospital  foi 
a minimum  of  6 weeks.  Cox  believes  that 


: 
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(his  is  unjustifiable  on  any  grounds, 
ilodern  treatment  will  render  80  percent 
if  all  early  gonococcal  infections  symp- 
com-free  in  less  than  2 weeks.  Confining 
joldiers  to  camp  until  they  have  been 
lured  will  afford  ample  protection. 
Chemotherapy  plus  adequate  drainage 
pill  produce  a high  cure  rate  in  chronic 

Ionorrhea ; patience  and  gentle  treat- 
lent  will  ultimately  be  rewarded  with 
access. 

It  is  the  patriotic  duty  of  physicians, 
oth  in  and  out  of  the  armed  services  to 
imiliarize  themselves  with  the  modern 
lethods  for  treating  these  diseases  so 
iat  the  expected  rise  in  incidence  can 
e controlled  more  efficiently  than  it  was 
1 1917  and  1918. 

ulfonamide  therapy  in  male  gonorrhea. 
A comparative  study.  Rogers  Deakin, 
Morris  Wortman  and  Richard  La- 
Force.  Am.  J.  Pub.  Health,  New 
York,  31:  682-086,  July  1941. 

This  report  covers  the  treatment  with 
,sven  different  chemotherapeutic  agents 
If  519  men  with  gonorrhea.  Local  ther- 
py  also  was  used  with  sulfanilamide, 
enezene-sulfone-dimethylamide,  sodium 
enzene-sulfone-dimethylamide,  and  sul- 
milamide-magnesium  oxide.  No  local 
lerapy  was  used  with  sulfapyridine, 
alfamethylthiazole,  or  sulfathiazole. 
he  average  daily  dosage  of  the  drugs 
as  2.0  gm.  of  sulfapyridine,  4.0  gm.  of 
fifamethylthiazole,  4.0  gm.  of  sulfa- 
liazole,  and  2.7  gm.  of  each  of  the  other 
>ur  drugs.  The  average  total  dosage 
tnged  from  20  gm.  of  sulfamethylthia- 
)le  and  20  gm.  of  sulfathiazole  to  75  gm. 
f sulfanilamide.  Criteria  of  cure  in- 
uded  three  negative  cultures  made  1, 
and  9 weeks  after  treatment  was 
iscontinued. 

The  number  of  patients  treated  with 
ich  drug,  and  the  percentage  of  smears 
□d  cultures  negative  by  the  tenth  week 
ere  as  follows:  (1)  Sulfanilamide,  95 
tses,  77  percent;  (2)  benzene-sulfone- 
imethyl amide,  61  cases,  78  percent ; 
3)  sodium  benzene-sulfone-dimethyla- 
iide,  191  cases,  83  percent;  (4)  sulfanila- 
Ide-magnesium  oxide,  50  patients,  74 
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percent;  (5)  sulfapyridine,  47  patients, 
97  percent;  (6)  sulfamethylthiazole,  37 
patients,  93  percent;  and  (7)  sulfathia- 
zole, 38  patients,  100  percent.  The  authors 
are  studying  the  results  of  treatment 
with  sulfathiazole  in  167  additional 
men. 

Coordination  of  an  adequate  labora- 
tory service  and  an  efficient  case-finding 
and  case-holding  service  with  close  medi- 
cal supervision  was  made  possible  by 
assistance  with  Federal  funds  provided 
through  the  Missouri  State  Board  of 
Health.  This  permitted  accurate  clinical 
and  bacteriologic  comparison  of  different 
drugs  under  carefully  controlled  condi- 
tions. The  authors  conclude  that  sulfa- 
thiazole seems  to  be  the  most  effective 
of  the  drugs  at  present  available  com- 
mercially for  the  treatment  of  gonorrhea 
in  men.  The  rapidity  with  which  it 
renders  a male  patient  noninfectious, 
together  with  the  fact  that  it  is  well- 
tolerated  and  relatively  nontoxic,  per- 
mits its  use  on  a wide  scale  for  gonorrhea. 

Toxic  effects  of  sulfathiazole  used  in 
treatment  of  chancroidal  infection. 
Earl  A.  Glicklich  and  David  S.  Sher- 
man. Arch.  Dermat.  & Syph.,  Chicago, 
43:  992-996,  June  1941. 

A 55-year-old  white  man  was  admitted 
to  the  Boston  City  Hospital  in  November 
1940  with  a complaint  of  penile  ulcera- 
tion and  discharge.  His  history  revealed 
several  attacks  of  urethral  discharge  and, 
14  years  previously,  a penile  lesion  fol- 
lowed by  a swelling  of  the  inguinal  nodes 
in  the  left  groin.  After  examination,  the 
diagnosis  was  chancroidal  infection,  with 
chronic  gonorrheal  urethritis  and  healed 
venereal  lymphogranuloma. 

He  was  given  6 gm.  of  sulfathiazole 
daily  by  mouth.  On  the  4th  day  his 
temperature  rose,  and  the  next  day  there 
developed  malaise,  marked  prostration, 
nausea,  headache,  burning  and  itching  of 
the  eyes,  and  a maculopapular  eruption 
above  the  knees  and  elbows.  Through 
error  the  drug  was  continued  2 days 
longer,  by  which  time  the  scleras  and 
conjunctivas  became  injected,  and  the 
joints  became  tender  and  swollen.  Cul- 
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ture  of  the  fluid  aspirated  from  the  left 
knee  showed  that  it  was  sterile;  the 
sulfathiazole  concentration  showed  a 
total  of  4.1  mg.  per  100  cc.  During  the 
sulfathiazole  therapy  the  patient’s  dis- 
charge had  ceased,  the  chancroidal  ulcer 
was  almost  healed,  and  the  nodes  were 
subsiding.  One  week  later  he  was  again 
given  1 gm.  of  sulfathiazole  every  6 hours. 
After  the  fourth  dose  the  same  reactions 
he  had  had  before  returned.  The  drug 
was  discontinued,  and  in  12  hours  the 
patient  was  practically  symptomless. 

The  tenderness,  swelling,  and  effusion 
of  the  joints  represented  toxic  manifesta- 
tions rather  than  a gonococcic  arthritis 
since  the  symptoms  recurred  on  the  read- 
ministration of  the  drug,  the  synovial 
fluid  was  clear,  serous,  and  sterile,  and 
the  synovial  fluid  contained  sulfathiazole. 

Rapid  treatment  of  early  syphilis  with 
multiple  injections  of  mapharsen. 
Preliminary  report  of  275  cases 
treated  with  mapharsen  alone  and  141 
cases  treated  with  mapharsen  and 
fever.  Evan  W.  Thomas  and  Ger- 
trude Wexler.  Am.  J.  Pub.  Health, 
New  York,  31:  545-556,  June  1941. 

The  authors  report  the  results  of  the 
treatment  of  275  patients  with  early 
syphilis  at  Bellevue  Hospital  in  New 
York  who  were  given  multiple  injections 
of  mapharsen  over  a period  of  6 to  10 
days  and  141  such  patients  who  were 
given  the  rapid  treatment  with  multiple 
injections  of  mapharsen  plus  fever 
therapy.  There  were  no  facilities  for 
the  continuous  drip  method  at  Bellevue 
Hospital. 

The  intensive  treatment  was  begun  in 
December  1939  by  giving  2 injections  of 
0.06  gm.  mapharsen  daily  for  10  days. 
After  treating  38  patients  in  this  manner, 
the  period  of  treatment  was  shortened 
from  10  to  6 days  because  of  the  occur- 
rence of  a number  of  early  acute  arseni- 
cal erythemas  which  caused  the  discon- 
tinuance of  treatment  on  the  seventh  or 
eighth  day.  The  patients  had  tolerated 
the  treatment  so  well  that  it  was  decided 
to  increase  every  dose  from  0.06  gm.  to 
0.1  gm.  and  to  give  the  drug  twice  a day 


for  6 days.  As  women  had  tolerate]  :I 
the  10-day  treatment  with  a total  dosai 
of  1.2  gm.  as  well  as  men,  no  distinctic 
was  made  in  dosage  between  the  sexes  i| 
the  6-day  treatment. 

Except  for  some  nausea  and  vomitin 
this  treatment  was  tolerated  remarkabl 
well  until  the  111th  case,  a 23-year-ol| .. 
Italian  woman  who  died  from  hemo 
rhagic  encephalitis.  It  was  then  decide 
to  continue  giving  the  treatment  to  s< 
lected  patients,  but  to  reduce  the  dosag 
and  to  increase  the  amount  of  laboratory 
study  of  each  patient.  In  males,  eac 
dose  of  mapharsen  was  reduced  to  0.0 
gm.  or  0.09  gm.  instead  of  0.1  gm ; an 
in  females,  to  0.06  gm.  or  0.07  gm.  Th  ; 
total  dosage,  therefore,  varied  from  0.7 
gm.  to  1.08  gm.  in  6 days.  In  additioi  , 
to  the  usual  blood  counts,  blood  chem  , 
istry,  and  liver  function  tests,  carefu 
spinal  fluid  examinations  were  made  oil  il 
each  patient  before  and  immediatel;|  1 
after  treatment. 

Another  case  of  hemorrhagic  encephai  8 
litis  occurred  in  a 26-year-old  Italian  I; 
man  following  the  11th  injection  of  0.0! 
gm.  of  mapharsen  in  5%  days.  This  pa 
tient  was  desperately  ill  for  48  hours,  bu 
he  recovered. 

A third  case  of  hemorrhagic  encepha 
litis  developed  in  a 21-year-old  Polish  mai  1 
following  the  11th  injection  of  0.07  gm 
of  mapharsen  in  5%  days.  He  recovered 

It  was  decided  to  reduce  the  total 
dosage  of  mapharsen  and  to  combine  il 
with  fever  therapy.  The  plan  of  treat 
ment  was  to  give  2 injections  of  0.06  gm 
mapharsen  on  the  first  day,  1 injection 
of  0.06  gm.  mapharsen  on  each  day  there- 
after for  7 days,  and  to  induce  fever  by 
typhoid  vaccines  intravenously  on  the  2d, 
4th,  6th,  and  8th  days.  The  association 
of  typhoid  vaccines  intravenously  and 
mapharsen  on  the  same  day  caused  much 
distress  to  many  patients — headaches, 
nausea,  and  vomiting  forming  the  chief 
complaints.  The  number  of  vaccine  in- 
jections was  reduced  to  2,  and  they  were 
not  given  on  the  same  days  with  the  ma- 
pharsen. In  addition,  the  total  dosage 
of  mapharsen  was  increased  from  0.54 
gm.  to  0.84  gm.,  or  more  in  selected  cases.. 
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1 though  only  a few  patients  have  been 
reated  in  this  way,  there  seems  to  be 
•ss  discomfort  than  with  the  previous 
tethod.  Mapharsen  alone  is  still  used 
1 pregnant  women  or  patients  with  active 
ulmonary  tuberculosis. 

Because  the  combined  treatment  with 
iver  and  mapharsen  was  started  less 
ian  6 months  ago,  the  results  of  treat- 
lent  are  reported  only  on  those  who 
ere  given  mapharsen  alone.  Of  142  pa- 
rents' treated  with  1.08  gm.  to  1.2  gm. 
f the  drug,  86.3  percent  had  probable 
ivorable  results,  3.2  percent  were  still 
'jropositive,  and  10.5  percent  relapsed  or 
ere  reinfected.  Of  59  cases  treated  with 
66  to  0.84  gm.  of  mapharsen,  76.9  per- 
snt  had  probable  favorable  results,  7.7 
ercent  were  still  seropositive,  and  15.4 
ercent  relapsed  or  were  reinfected. 

iote  on  metrazol  in  general  paresis. 
A psychosomatic  study.  Vivian 
Bishop  Kenyon,  David  Bapaport  and 
Milton  Lozoff.  Psychiatry,  Baltimore, 
4:  165-176,  May  1941. 

Despite  the  indubitable  results  of  mod- 
rn  methods  of  treatment  of  general  pa- 
I esis  by  hyperpyrexia  and  tryparsamide, 
i many  cases,  often  even  in  serologically 
ignificantly  improved  ones,  no  remission 
f the  psychosis  follows.  Kenyon  sug- 
ested  the  application  of  metrazol  in  a 
ase  of  this  type ; the  psychosis  responded 
) the  metrazol  treatment,  and  the  pa- 
rent was  returned  home  shortly  after- 
wards, much  improved.  The  authors  dis- 
uss  the  theoretical  situation  in  regard 
a the  psychosis  of  general  paresis  in  or- 
er  that  light  may  be  shed  on  the  theo- 
: etical  significance  of  this  result.  The 
rganic  damage  is  so  impressive  in  gen- 
ral  paresis  and  the  dementia  so  out- 
tanding  that  the  possibilities  for  psycho- 
tic studies  have  seemed  discouraging. 
A survey  of  the  literature  of  the  psy- 
hosis  of  general  paresis  shows  that  even 
arly  observers  felt  that  the  previous 
ersonality  development  played  an  iin- 
ortant  role  in  the  make-up  of  this  or- 
anic  psychosis ; that  psychoanalytic 
terature  found  the  content  of  delusions 
an  be  understood  by  means  of  psyeho- 
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analytic  knowledge;  that  there  is  dif- 
ference of  opinion  on  the  question 
whether  the  dementia  or  the  regression 
is  the  essence  of  this  psychosis ; and  that 
the  conditions  of  reversibility  of  the 
psychosis  are  unclarified  and  so  is  the 
extent  to  which  dementia  is  psychogenic. 

The  discussion  of  malarial  treatment 
indicated  that  the  psychosis,  since  it 
yields  to  nonspecific  treatment,  follows 
the  laws  of  psychodynamics.  It  was  also 
concluded  that  while  the  deterioration 
might  be  correlated  with  the  organic  dam- 
age, the  persistence  or  nonpersistence  of 
the  psychosis  seems  to  depend  on  a more 
general  factor,  probably  on  the  previous 
personality  development.  The  effect  of 
treatment  by  sodium  amytal  indicated 
that  a paretic  psychotic  reacted  to  this 
drug  in  a fashion  similar  to  functional 
psychotics. 

The  experimental  use  of  metrazol  in  a 
group  of  16  patients  is  reported  with 
favorable  results  appearing  in  3 of  the 
12  patients  who  had  previously  not  re- 
sponded to  specific  therapy,  and  in  2 of 
the  4 patients  who  had  received  no  specific 
treatment  prior  to  the  metrazol.  Some 
degree  of  improvement  was  noted  in  5 
others  of  the  group.  These  results 
appear  to  confirm  the  inference  from  the 
effect  of  sodium  amytal  that  in  at  least 
some  cases  of  paresis  the  psychosis  can 
be  reversed  to  varying  degrees  by  the 
same  measures  used  in  the  treatment  of 
the  functional  psychoses,  thus  indicating 
the  importance  of  psychogenic  factors  in 
(he  production  of  the  paretic  psychosis. 

It  is  seen  by  tbe  Rorschach  test  on 
hyperpyrexia  and  metrazol-treated  paret- 
ics that  the  paretic  patient  retains,  after 
improvement,  the  bodily  preoccupation 
and  inclination  to  depression  which  have 
been  described  as  initial  phenomena  of 
the  onset  of  this  psychosis.  Thus,  the 
way  to  regression  seems  to  remain  open 
after  improvement.  The  tests  indicate  in 
a majority  of  the  cases  an  intimate  re- 
lation of  paretic  psychoses  to  circular 
psychoses.  The  Babcock  deterioration 
tests  indicated  that  great  deterioration 
persists  even  in  the  best  improved  cases. 
The  Szondi  test  appeared  to  indicate  that 
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there  might  be  some  predisposing  per- 
sonality pattern  in  the  person  develop- 
ing paretic  psychosis.  The  method  of 
using  drugs  and  psychologic  tests  as 
variations  of  the  experimental  situation 
is  suggested  as  a method  of  psychoso- 
matic research. 

Arsphenamine  dermatitis  provoked  by 
exposure  to  the  sun  with  regression 
followed  by  completely  black  pig- 
mentation of  the  entire  body.  Meet- 
ing of  Northwest  German  Dermatolo- 
gists, Hamburg,  November  1940. 
Dermat.  Wchnschr.,  Leipzig,  112:  271, 
Apr.  5,  1941. 

The  case  of  a 20-year-old  man  is  re- 
ported. He  contracted  syphilis  in  March 
1940.  When  he  had  received  half  of  his 
second  course  of  antisyphilitic  treatment 
he  exposed  himself  to  the  sun.  This  was 
followed  by  the  appearance  of  a gener- 
alized dermatitis  resembling  in  every  way 
an  actinic  dermatitis.  Treatment  was 
discontinued.  The  dermatitis  cleared  up 
but  was  followed  by  marked  generalized, 
macular  pigmentation  and  complete  loss 
of  hair.  This  pigmentation  persisted. 
The  Wassermann  reaction  was  negative 
at  the  time  of  this  report. 

Treatment-resistant  syphilis  with  recur- 
rence at  the  site  of  the  primary  lesion. 
Meeting  of  Northwest  German  Der- 
matologists, Hamburg,  November 
1940.  Dermat.  Wchnschr.,  Leipzig, 
112:  279,  Apr.  5,  1941. 

Early  in  September  1939  a 33-year-old 
woman  noticed  on  her  chin  a lesion  which 
she  considered  to  be  a mosquito  bite.  She 
saw  a physician  who  called  it  a furuncle 
and  who  Incised  it.  Two  weeks  later 
there  was  marked  enlargement  of  the 
submaxillary  lymph  nodes.  Four  weeks 
later  a biopsy  was  taken  in  a surgical 
clinic  and  the  patient  referred  to  the 
writer.  The  cut  surface  of  the  lesion 
exuded  abundant  serum  containing  Spiro- 
chaeta  pallida  as  demonstrated  in  the 
dark  field.  At  this  time  she  also  had  a 
generalized  skin  eruption.  She  received 
2 courses  of  combined  antisyphilitic 
treatment  under  the  influence  of  which 


the  chancre  gradually  healed.  Durg 
the  third  course  papules  appeared  on  i e 


right  elbow,  left  eyebrow,  and  left  b - 
tock  together  with  a breakdown  of  ije 
primary  lesion.  She  was  given  malar  1 
therapy  which  was  followed  by  disc- 
pearance  of  the  papules  but  the  chants 
on  the  chin  was  still  markedly  infiltrab}. 
The  Wassermann  reaction  was  strong 


positive.  Histologic  examination  show! 
dense  perivascular  infiltration  of  plasm  - 


cytes.  Diagnosis : late  secondary-eai"  - 
tertiary  syphilid. 


: 


Further  experiences  with  mapharsen 
syphilis.  Report  of  a fatality.  Geori 
W.  Creswell  and  George  B.  Roth,  i 
Ann.  District  of  Columbia,  Washin 
ton,  10:  230-233,  June  1941. 

Further  clinical  experience  with  m 
pharsen  in  306  cases  of  syphilis  co 
firms  the  writers’  previous  prediction  th 
this  drug  would  become  one  of  the  a 
proved  agents  in  antisyphilitic  therap 
All  of  the  306  cases  now  reported  wei 
out-patients,  251  being  in  a public  heall 
clinic,  34  in  a university  hospital  clini 
and  21  private  office  cases.  All  of  tl 
cases  had  reacted  unfavorably  to  or 
of  the  arsphenamines,  the  type  of  rea' 
tion  being  nausea  and  vomiting  in  4 
percent;  nitritoid  reaction,  27  percent 
itching  and  rash,  12  percent;  jaundie 
6.4  percent ; other  reactions  12.6  percen 
Seventy-two  percent  of  the  series  showe 
no  significant  reaction  to  mapharsen,  1 
percent  reacted  to  mapharsen  les 
severely,  and  14  percent  as  severely  o 
more  severely  than  to  the  arsphenamines 
In  this  series  the  complaint  of  pain  i 
the  arm  and  shoulder,  which  was  con 
mon  in  the  former  series,  was  lacking 
The  authors  feel  that  this  might  be  du 
to  the  use  of  a larger  needle  (20  gauge 
which  allowed  the  drug  to  be  given  mor 
rapidly. 

Included  in  the  group  of  cases  witi 
severe  reactions  was  one  of  early  laten 
syphilis  in  which  death  from  aplastii 
anemia  occurred  17  days  after  the  flftl 
injection  of  a second  series  of  mapharser 
given  concurrently  with  bismuth.  Tht 
total  dose  of  mapharsen  was  0.62  gram 
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i The  authors  are  inclined  to  believe  that 
Bismuth  may  have  played  a part  in  the 
jjroduction  of  the  blood  complication, 
tince  it  is  well  established  that  bismuth 
rj  sed  concurrently  with  mapharsen  not 
aaly  produces  a more  rapid  healing  of 
tie  early  cutaneous  lesions  but  also 
tweets  and  maintains  an  early  complete 
jiversal  of  the  serologic  reactions  more 
frequently  than  without  bismuth.  Kirk- 
i am  and  Perlmutter  have  reported  a case 
i C aplastic  anemia  in  which  bismuth  and 
tapharsen  had  been  used  concurrently. 

I ' = 
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yphilitic  thoracic  aneurysm  in  young 
adults.  Byron  Evans.  Brit.  M.  J., 
London,  1:  851-854,  June  7,  1941. 

According  to  the  author,  syphilitic 
:oracic  aneurysm  rarely  occurs  in  pa- 
ents  under  the  age  of  30.  Only  2 of 
ie  840  patients  with  such  aneurysm 
dmitted  to  the  London  Hospital  during 
ae  past  46  years  were  below  this  age. 
'hese  two,  with  a third  who  was  recently 
nder  the  author’s  care,  are  described  by 
ae  author.  In  the  first  two  cases,  a 
istory  of  primary  infection  was  ob- 
lined.  In  the  third  case  no  stigmas  of 
pngenital  syphilis  were  found,  and  the 
yassermann  reactions  in  both  the 
pother  and  sister  of  the  patient  were 
egative.  The  author  reviews  the  litera- 
: are  on  aortitis  in  congenital  syphilis, 
nset  of  aortitis  in  acquired  syphilis,  and 
tie  age  incidence  of  aneurysm.  Con- 
enital  syphilitic  mesaortitis  does  occur, 
ut  the  incidence  of  aneurysmal  dilata- 
on  is  very  rare.  Symptoms  of  thoracic 
neurysm  may  appear  within  10  years  of 
tie  primary  syphilitic  infection,  but  in 
i tie  majority  of  cases  the  period  is  15  to 
0 years.  The  maximum  incidence  of 
neurysm  of  the  thoracic  aorta  is  in  the 
ixth  decade. 

Case  1.  A 29-year-old  man  (seen  in 
899)  began  to  have  a cough,  increasing 
oarseness,  pain  in  both  arms,  and  diffi- 
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culty  in  breathing  about  7 years  after 
contracting  a penile  chancre,  and  about 
3 months  before  death.  He  had  been 
treated  with  potassium  iodide  for  the 
chancre  7 years  before  for  7 months.  On 
admission  to  the  hospital  he  was  or- 
thopneic,  hoarse,  both  vocal  cords  were 
paralyzed,  and  he  had  a persistent  croupy 
cough.  There  were  “tissue  paper’’  scars 
on  both  legs.  The  right  pupil  was  smaller 
than  the  left.  There  were  clinical  signs 
of  tracheal  obstruction  due  to  diffuse  an- 
eurysm of  the  aortic  arch.  The  day 
after  admission  to  the  hospital  trache- 
otomy was  performed  without  relief,  and 
the  patient  died  after  4 days.  The 
necropsy  confirmed  the  clinical  diag- 
nosis. The  macroscopic  description  of 
the  aorta  at  the  necropsy  suggested  that 
the  aneurysm  was  due  to  aortitis  rather 
than  to  mucous  degeneration  of  the 
media,  or  to  severe  medial  degeneration 
associated  with  atheroma. 

Case  2.  The  patient  was  a 28-year-old 
man  who  began  to  have  shortness  of 
breath  on  exertion,  periodic  attacks  of 
severe  coughing  without  expectoration, 
and  dull  aching  pain  behind  the  sternum 
and  in  the  left  axilla  that  sometimes 
radiated  down  the  inner  side  of  the  left 
arm.  (This  was  in  1913,  8 years  after 
he  had  contracted  syphilis  and  had  been 
treated  for  3 months  with  injections.) 
He  died  2 months  after  these  symptoms 
developed.  About  a month  before  death 
he  began  to  be  very  breathless  and  could 
sleep  only  with  his  head  on  a table  placed 
in  front  of  him.  His  Wassermann  reac- 
tion was  positive.  About  10  days  before 
death  he  was  pale  and  orthopneic,  and 
he  coughed  constantly.  There  were  signs 
of  emphysema,  and  crepitations  were 
heard  over  both  lung  bases.  There  was 
edema  of  both  legs.  Fluoroscopic  exami- 
nation showed  a large  pulsating  aneu- 
rysm. Dysphagia  developed,  and  later, 
symptoms  of  heart  failure.  At  necropsy 
a very  thin-walled  saccular  aneurysm  was 
found,  measuring  13  cm.  from  above  down 
and  16  cm.  from  side  to  side,  and  arising 
by  a neck  6 cm.  in  diameter  from  the 
ascending  and  transverse  portions  of  the 
arch  of  the  aorta. 
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Case  3.  A woman  28  years  of  age  was 
admitted  to  the  Essex  County  Hospital, 
Wanstead,  on  January  22,  1940.  She  had 
married  5 years  before  and  6 months 
later  began  to  complain  of  palpitation 
and  choking  in  the  throat,  which  was 
made  worse  by  excitement  and  relieved 
by  sitting  up.  Three  years  after  her  mar- 
riage she  became  pregnant  and  had  a 
normal  delivery.  For  15  months  before 
admission  she  had  had  a gripping  pain 
in  the  left  submammary  region.  Her 
husband  and  child  were  healthy,  her 
mother  and  sister  were  well  and  had  had 
no  miscarriages.  Her  Wassermann  and 
Kahn  tests  were  strongly  positive,  al- 
though the  members  of  her  family  had 
negative  tests.  Cardioscopy  showed  con- 
siderable distension  of  the  left  ventricle 
and  aneurysmal  dilatation  of  the  descend- 
ing portion  of  the  aortic  arch  and  of  the 
first  moiety  of  the  descending  aorta. 
There  was  no  visible  dilatation  of  the 
ascending  aorta.  The  heart  was  en- 
larged to  the  left.  There  was  capillary 
pulsation  of  her  lips  and  conspicuous 
arterial  pulsation  in  the  neck  with  a 
systolic  thrill  over  the  carotid  and  sub- 
clavian arteries. 

Four  cases  of  abdominal  aneurysm.  G. 

H.  Jennings.  Lancet,  London,  1 : 719- 

722,  June  7,  1941. 

The  author  reports  here  four  cases  of 
abdominal  aneurysm.  In  the  first  two 
cases  a syphilitic  etiology  was  probable, 
and  it  was  possible  in  the  third.  The 
varied  symptoms  were  backache,  sciatica, 
testicular  pain,  melena,  constipation, 
abdominal  cramps,  suppression  of  urine, 
and  symptoms  of  intestinal  obstruction. 
The  blood  Wassermann  reaction  was 
positive  in  one  case  only.  The  course 
from  diagnosis  to  death  by  retroperi- 
toneal rupture  was  9 days  in  the  first 
case  and  about  10  weeks  in  the  second 
and  third  cases.  In  each  case,  autopsy 
showed  evidence  of  previous  smaller 
bleedings  and  emphasized  the  liability  of 
renal  tracts  to  suffer  from  compression 
by  these  aneurysms.  In  two  cases  the 
aneurysm  caused  medial  displacement  of 
the  ureter.  Microscopic  examination, 
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while  showing  in  all  cases  marked  i 1- 
lularity  of  the  vessel  coats  with  thinn  g 
of  the  media  and  thickening  of  the  i-: 
tima,  supported  a diagnosis  of  syph.s 
strongly  in  only  the  first  case.  In  e 
other  two  cases  the  picture  was  too  mill 
complicated  by  arteriosclerotic  change  o 
be  diagnostic. 

The  author  briefly  reviews  the  litei- 
ture  on  abdominal  aneurysms.  Os  r 
thought  that  abdominal  aneurysms  w e 
10  times  rarer  than  thoracic  aneurysi  5. . 
All  writers  who  have  described  long  sens 
of  cases  (Nixon,  Bryant,  Kampmeier,  si 
Osier)  have  agreed  on  the  predominaie 
of  syphilitic  cases,  and  only  writers  - 
scribing  a few  older  cases  (McNeely  n 
1937  and  Jump  and  Leaman  in  191) 
have  been  impressed  by  arteriosclero  s 
as  a causative  factor.  Many  of  the  syj  - 
ilitic  patients  were  under  45.  The  co- 
parative  lack  of  support  of  the  wall  f 
the  branching  upper  abdominal  aorta  3 
said  to  be  responsible  for  the  greater  - 
cidence  of  syphilitic  aneurysms  in  1i 
upper  abdomen.  Such  aneurysms  n 
usually  saccular,  while  the  arteriosc- 
rotic  aneurysms  of  the  lower  aorta  f ; 
often  fusiform. 

The  short  history -of  such  cases  is  no- 
worthy.  From  diagnosis  to  death  t? 
period  is  usually  less  than  a year,  • 
though  the  aneurysm  may  develop  oy 
a period  of  years.  Death  is  usually  due  n 
rupture  and  hemorrhage. 
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The  reactivity  of  the  serum  of  malari 
patients  with  spirochetal  suspension 

Harry  Eagle,  J.  R.  S.  Mays,  R. 
Hogan  and  L.  E.  Burney.  Am. 
Syph.,  Gonor.  & Ven.  Dis.,  St.  Loui 
25  : 406-411,  July  1941. 

It  is  generally  agreed  that  malarial  1:1 
fection  may  cause  the  appearance  r 
positive  Wassermann  and  flocculatic 
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C;sts  in  the  absence  of  syphilitic  infec- 
tion. 

The  complement  fixation  test  using  cul- 
tured spirochetes  (Reiter  strain)  as 
fatigen  has  been  shown  to  be  far  more 
reliable  in  cases  of  leprosy  than  are  the 
t fassermann  and  flocculation  tests  with 
poidal  tissue  extracts.  The  authors  re- 
tort here  a study  which  shows  that  the 
s jirochetal  complement  fixation  test  has 
1 5en  found  to  be  so  frequently  positive  in 
malarial  and  presumably  nonsyphilitic 
riatients  that  it  apparently  cannot  be  used 
a >r  the  serologic  differentiation  of 
n-alaria  and  syphilis. 

1 Eleven  patients  who  presented  no 
inical  or  serologic  evidence  of  syphilis 
yere  inoculated  with  tertian  malaria, 

1 ther  by  the  bite  of  an  infected  mosquito 

1r  by  the  intravenous  injection  of  5 to 
) cc.  of  whole  malarial  blood.  At  irregu- 
r intervals  before  and  after  inoculation 
ad  following  the  administration  of 
uinine,  blood  specimens  were  collected 
ad  tested  with  (a)  the  complement  fixa- 
on  technic  using  a washed  suspension 
^ cultured  spirochetes  (Reiter  and  Ka 
m strains)  as  antigen,  (b)  Eagle  micro- 
occulation  technic,  and  (c)  the  Eagle 
lodification  of  the  Wassermann  technic, 
l 9 out  of  11  patients  one  or  more  of 
le  three  serologic  tests  were  positive 
• doubtful,  the  serum  reactivity  being 
mfirmed  by  subsequent  specimens  in 
Jery  case  but  one.  Of  a total  of  127 
oecimens  collected  after  the  malarial 
loculation,  the  Wassermann  test  was 
ositive  in  7 and  doubtful  in  5 ; the  floccu- 
tion  test  was  positive  in  11  and  doubtful 
ji  6;  while  the  spirochetal  test  was  posi- 
ve  in  19  and  doubtful  in  16.  Thus,  the 
nrochetal  test  is  of  no  value  in  the 
.'rologic  differentiation  of  syphilis  and 
alaria.  This  study  suggests  that  the 
Tologieally  active  substances  which 
ppear  during  malarial  infection,  perhaps 
(presenting  antibodies  to  the  plasmo- 
um,  cross-react  with  these  cultured 
arochetes  more  strongly  than  they  do 
ith  tissue  lipoids.  Only  4 specimens 
hich  were  negative  by  the  spirochetal 
st  were  positive  or  doubtful  by  the 
irassermann  or  flocculation  test.  Twenty 
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specimens  were  positive  or  doubtful  by 
the  spirochetal  test  but  were  negative  by 
the  Wassermann  and  flocculation  tests. 

The  frequency  with  which  individual 
specimens  gave  discrepant  results  in  the 
Wassermann,  flocculation,  and  spirochetal 
complement  fixation  tests  indicates  the 
necessity  for  caution  in  the  interpretation 
of  conflicting  or  dubious  serologic  tests 
for  syphilis  observed  for  the  first  time 
during  or  immediately  after  some  inter- 
current infection. 

On  the  reactivity  of  the  serum  and 
spinal  fluid  of  leprous  patients  with 
spirochetal  suspensions.  Harry 
Eagle,  Ralph  B.  Hogan,  Charles  F. 
Mohr  and  Samuel  H.  Black.  Am.  J. 
Syph.,  Gonor.  & Ven.  Dis.,  St.  Louis, 
25:  397-405,  July  1941. 

The  authors  report  the  results  of  ex- 
amining by  means  of  the  complement 
fixation  test,  using  spirochetal  suspen- 
sions (phenolized  suspensions  of  killed 
Reiter  strain  of  so-called  Treponema  pal- 
lidum), the  serum  and  spinal  fluid  of 
41  selected  male  lepers  who  had  had  a 
positive  Eagle  microflocculation  serum 
test  in  the  absence  of  clinical  evidence 
or  history  of  syphilis.  Most  of  the  pa- 
tients were  in  the  advanced  stages  of 
leprosy,  and  the  majority  had  the  mixed 
type  of  the  disease.  In  this  study,  of  the 
41  serums  retested,  4 were  negative  to 
the  Wassermann,  Eagle  microfloccula- 
tion, and  spirochetal  complement  fixation 
reactions.  These  4 were  not  considered 
further. 

Of  the  remaining  37  serums,  12  were 
positive  or  doubtful  only  to  the  floccula- 
tion test;  both  the  Wassermann  and  the 
spirochetal  complement  fixation  tests 
were  negative.  Nineteen  other  serums 
were  positive  or  doubtful  by  both  the 
Wassermann  and  flocculation  tests,  the 
spirochetal  test  being  negative.  Only 
6 of  the  37  serums  were  positive  to  all 
three  tests  (Wassermann,  flocculation, 
and  spirochetal  complement  fixation). 

There  was  a difference  in  the  serologic 
reactivity  of  Wassermann-positive  syph- 
ilitic and  leprous  serums,  in  that  the 
leprous  serums  tended  to  give  a dis- 
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proportionately  high  titer  in  the  Wasser- 
mann  as  compared  with  the  flocculation 
test.  Of  the  19  patients  in  this  series  in 
whom  both  tests  were  positive,  the  Was- 
sermann  titer  was  on  the  average  seven 
times  higher  than  the  flocculation  titer. 

Of  the  six  serums  which  reacted  posi- 
tively to  the  spirochetal  antigen,  three 
had  disproportionately  high  Wassermann 
titers,  with  the  spirochetal  complement 
fixation  tests  barely  positive.  These 
three  serums  probably  represent  biologic 
false  spirochetal  reactions  caused  by 
leprosy.  In  the  remaining  three  serums, 
however,  relatively  high  titers  were  ob- 
tained in  all  three  tests  (Wassermann, 
flocculation,  and  spirochetal  complement 
fixation),  a serologic  “pattern”  approach- 
ing that  observed  in  most  syphilitic 
serums.  The  possibility  must  be  con- 
sidered, therefore,  that  these  three  pa- 
tients were  actually  syphilitic. 

A second  group  of  29  lepers  giving 
negative  Wassermann  and  flocculation 
tests  was  later  included  as  a control 
group  to  be  checked  with  the  spirochetal 
complement  fixation.  Their  spirochetal 
complement  fixation  tests  were  also 
negative. 

Spinal  fluids  from  nine  of  the  leprous 
patients  with  positive  serum  tests  for 
syphilis  (three  of  whom  also  gave  posi- 
tive spirochetal  tests)  were  completely 
negative  to  all  of  the  tests  used. 

It  is  possible  only  to  speculate  as  to 
why  patients  with  leprosy  have  false 
positive  Wassermann  or  flocculation  tests 
and  why  that  reactivity  does  not  usually 
extend  to  the  spirochetal  suspensions. 
According  to  the  authors,  the  best  work- 
ing hypothesis  as  to  the  nature  of  the 
serum  change  in  syphilis  is  that  the  pa- 
tient elaborates  antibodies  to  Treponema 
pallidum  and  that  the  reactivity  of 
syphilitic  serum  with  tissue  extracts 
(Wassermann  and  flocculation  tests) 
rests  merely  on  the  fact  that  these  ex- 
tracts contain  a substance  which  happens 
to  resemble  one  of  the  antigenic  compo- 
nents of  T.  pallidum.  Leprous  patients 
also  elaborate  a serum  factor  which 
may  also  be  an  antibody  to  the  causative 
agent.  This  serum  reagin  of  leprous 
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Studies  on  the  role  of  Spirochaeta  pj 
lida  in  the  Wassermann  reaction.  1 
The  relation  of  spirochetal  antibodi 
to  the  Wassermann  reagin.  John  . 
Kolmer,  Clara  C.  Kast  and  Elsa  1 
Lynch.  Am.  J.  Syph.,  Gonor.  & Ye 
Dis.,  St.  Louis,  25:  412-434,  July  194 

According  to  Beck,  spirochetes  conta: 
two  antigens,  one  of  which  is  apparent 
identical  with  the  lipoids  of  alcohol 
tissue  extracts.  According  to  Eagle  ar 
Hogan,  either  spirochetes  contain  tv 
lipoid  antigens  one  of  which  is  prese;  i 
in  mammalian  tissues,  or  else  hums 
syphilitic  serum  contains  two  antibodh 
both  of  which  react  with  spirochetes  bi 
only  one  of  which  reacts  with  the  lipoic 


patients  gives  complement  fixation  (W:-  * 
sermann)  and  flocculation  with  alcoho  1,11 
extracts  of  mammalian  tissue.  He 
ever,  the  very  fact  that  such  serums 
not  usually  cross-react  with  spiroche: 
suspensions  to  give  complement  fixatl 
suggests  that  qualitatively  different  co 
ponents  of  the  tissue  extract  may  be  i| 
volved  in  the  reaction  with  syphilitic  a ® 
with  leprous  serum.  Attempts  to  sep 
rate  these  hypothetically  different  co: 
ponents  of  alcoholic  beef  heart  extrac 
are  indicated. 

The  authors  conclude  that,  in  parti' 
confirmation  of  the  work  of  Cappelli,  t 
use  of  the  spirochetal  complement  fix 
tion  procedure  makes  it  possible  to  ide 
tify  as  biologic  false  positive  reactio 
most  of  the  positive  Wassermann  a: 
flocculation  tests  caused  by  leprosy  in  t 
apparent  absence  of  syphilitic  infectic 


. 
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of  mammalian  tissue. 

Kolmer,  Kast  and  Lynch  report  hei 
the  results  of  an  investigation  whic 
showed  that  the  absorption  of  huma 
syphilitic  serums  with  a cholesterol ize 
alcoholic  extract  of  beef  heart  (Kah 
antigen)  removed  all  antibody  or  reagi 
concerned  in  the  Wassermann  and  flocci 
lation  tests  but  did  not  remove  the  con 
plement  fixing  antibody  for  antigens  c :: 
cultures  of  various  sti’ains  of  spirochetes 
including  alleged  cultures  of  Spirochaet 
pallida.  Absorption  of  human  syphiliti 
serums  with  suspensions  of  spirochete 
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semoved  complement  fixing  antibody 
jrom  them  but  not  the  antibody  or  reagin 
jioncerned  in  the  Wassermann  and  floccu- 
cttion  reactions. 

ti  Absorption  of  a normal  rabbit  serum 
liiving  nonspecific  positive  Wassermann 
ijnd  Kline  reactions  with  spirochetes 
isReiter  strain)  did  not  remove  the  Was- 
jjrmann  antibody  or  reagin.  Absorption 
[if  three  normal  rabbit  serums  giving  posi- 
nive  complement  fixation  and  agglutina- 
t on  reactions  with  an  antigen  of  the 
eiter  strain,  however,  largely  removed 
i ne  natural  antibody  for  them. 

Ci  Agglutinins  for  various  culture  strains 
iif  alleged  Spirochaeta  pallida  were  found 
id  be  present  in  syphilitic  and  nonsyph- 
t itic  human  serums  in  practically  equal 
i!  mounts.  Especially  large  amounts  were 
t )und  in  all  serums  for  Spirochaeta  mi- 
i"Odentium,  Syphilitic  infection  does  not 
ppreciably  increase  agglutinins  for  var- 
>us  strains  of  cultured  spirochetes  in- 
uding  alleged  strains  of  Spirochaeta 
'lllida. 

Active  immunization  of  rabbits  with 
’ving  and  heat-killed  vaccines  of  alleged 
lltures  of  Spirochaeta  pallida  and  other 
Dirochetes  produced  large  amounts  of 
?glutinin  and  complement  fixing  anti- 
)dy  for  antigens  of  spirochetes  but  no 
itibody  or  reagin  for  Wassermann  an- 
gen.  The  agglutinins  were  fairly  spe- 
flc  for  homologous  strains  of  spirochetes, 
it  the  complement  fixation  reactions 
ere  largely  of  a group  character.  Rab- 
,ts  immunized  with  living  and  heat- 
llled  vaccines  of  the  Nichols-Hough 
srain  of  Spirochaeta  pallida  were  not 
'otected  against  syphilitic  infection 
hen  inoculated  intratesticularly  and  in- 
acutaneously  with  homologous  virulent 
iiirochaeta  pallida  (Nichols-Hough 
irain). 

Tryptic  digests  of  two  strains  of  Spiro- 
iiaeta  pallida  were  antigenic  in  comple- 
m lent  fixation  tests  with  human  syphilitic 

id  rabbit  antispirochetal  serums.  Pre- 
fitates  obtained  from  tryptic  digests 
ter  treatment  with  alcohol  (F68  frae- 
»ns)  were  also  antigenic  in  complement 
ation  tests  with  human  syphilitic  and 
bbit  antispirochetal  serums.  The  re- 
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suit  may  have  been  due  to  the  presenct 
of  lipoids. 

An  alcoholic  extract  of  the  Reiter 
strain  was  antigenic  in  tests  with  human 
syphilitic  serums,  presumably  due  to  the 
presence  of  lipoids.  An  antigen  of  the 
alcoholic  extracted  spirochetes  was  not 
antigenic  in  complement  fixation  tests 
with  human  syphilitic  serums,  presum- 
ably due  to  the  absence  of  lipoids. 

The  authors’  conclusions  are  as  follows : 

1.  Very  little,  if  any,  agglutinin  for 
alleged  cultures  of  Spirochaeta  pallida 
and  other  spirochetes  is  produced  in  syph- 
ilis above  the  amounts  found  in  non- 
syphilitic serums. 

2.  Complement  fixation  with  antigens 
of  cultured  spirochetes,  including  alleged 
cultures  of  Spirochaeta  pallida,  by  human 
syphilitic  serums  is  largely  due  to  a 
natural  spirochetal  antibody  which  may 
undergo  some  increase  in  syphilis,  ma- 
laria, and  leprosy. 

3.  Spirochetal  antibody  plays  no  role 
in  the  Wassermann  and  flocculation  re- 
actions. 

Loss  of  virulence  of  Treponema  palli- 
dum in  citrated  blood  at  5°  C.  Oscar 

Bloch,  Jr.  Bull.  Johns  Hopkins  Hosp., 

Baltimore,  68:  412—415,  May  1941. 

Instances  of  transfusion  syphilis  have 
been  recorded  in  which  the  donor  was 
apparently  in  the  incubation  period  of 
the  disease.  Such  accidents  are  impos- 
sible to  prevent  by  the  usual  clinical  and 
serologic  safeguards  when  direct  or  im- 
mediate indirect  transfusion  is  employed. 
The  use  of  fresh,  whole  or  citrated  blood 
is  being  rapidly  replaced  by  the  blood 
bank,  in  which  citrated  blood  is  stored 
at  icebox  temperature  for  periods  of 
from  1 to  21  days  before  its  use.  Bloch 
has  conducted  experiments  as  to  the 
survival  time  of  T.  pallidum  in  rabbit 
testis  emulsion,  when  mixed  in  large 
amounts  with  citrated  rabbit  blood  kept 
at  blood  bank  temperature,  3°  to  5°  C. 

It  was  demonstrated  that,  in  fairly 
heavy  suspension  in  citrated  rabbit  blood 
at  5°  C.,  T.  pallidum  may  survive  for 
as  long  as  72  hours.  Survival  for  96 
hours  was  not  demonstrated.  Bloch, 
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therefore,  concluded  that  there  is  a defi- 
nite risk  of  transmitting  syphilis  to  the 
recipient  of  blood  from  patients  with 
early  syphilis  if  the  blood  has  been  pre- 
served for  72  hours  or  less  in  the  blood 
bank.  Though  this  risk  probably  dimin- 
ished rapidly  after  96  hours,  it  would 
still  be  unwise  to  use  the  blood  from 
persons  with  known  early  syphilis,  since 
conclusions  cannot  be  safely  carried  from 
one  species  of  animal  to  another. 

The  accuracy  of  the  determination  of 
survival  time  may  possibly  be  conditioned 
by  an  unpublished  observation  by  Eagle 
that  the  addition  of  testicular  tissue  to 
a mixture  of  serum  and  T.  pallidum  in- 
creases the  longevity  of  the  organisms 
if  the  mixture  is  kept  anaerobically,  but 
may  either  prolong  or  shorten  the  sur- 
vival time  if  the  preparation  is  aerobic. 
In  the  present  experiment  it  is  probable 
that  at  least  partially  anaerobic  condi- 
tions existed  during  the  icebox  storage 
period. 

Effects  of  sobisminol  solution  orally  in 
experimental  syphilis.  P.  J.  Hanzlik 
and  W.  Van  Winkle,  Jr.  Am.  J.  Syph., 
Gonor.  & Ven.  Dis.,  St.  Louis,  25: 
508-510,  July  19-11. 

This  is  a final  report  on  the  effects  of 
sobisminol  solution  in  rabbits  infected 
with  Treponema  pallidum,  the  drug  be- 
ing administered  at  the  time  of  optimal 
development  of  the  scrotal  chancre.  A 
total  of  32  rabbits  was  used,  of  which 
9 were  untreated  controls. 

Fourteen  rabbits  voluntarily  drank  a 
0.4-percent  strength  of  sobisminol  in 
water  for  from  6 to  63  days  (median, 
29  days).  One  cc.  of  this  solution  con- 
tained 2.8  mg.  Bi  (ion),  prepared  by 
diluting  sobisminol  solution.  The  average 
daily  dose  of  bismuth  was  from  0.076  to 
0.131  gm.  per  kg.  of  body  weight  (median, 
0.091  gm.).  The  total  dose  of  the  drug 
ingested  ranged  from  0.74  to  6.27  gm. 
per  kg.  (median,  2.52  gm.).  Treponemes 
disappeared  from  the  lesions  in  from  3 to 
14  days  (median,  9 days)  after  the 
rabbits  began  to  drink  the  sobisminol 
solution.  Healing  of  the  lesions  was 


complete  in  from  15  to  55  days  (media 
25  days). 

Lymph  node  transfers  were  posith 
in  4 of  12  treated  rabbits.  The  actu:| 
daily  excretion  of  bismuth  ion  range 
from  0.04  to  0.3  mg.  (median,  0.1  mg). 

In  the  9 control  or  untreated  rabbit 
the  results  of  the  infection  were  i 
follows:  Disappearance  of  treponem^ 
from  the  lesions  in  from  14  to  70  da^ 
(median,  57  days)  ; healing  of  tl 
chancres  in  from  48  to  90  days  ( media: j 


77  days)  ; positive  lymph  node  transfei 
in  all  (5  of  5 rabbits)  which  survive 
Thus,  the  voluntary  drinking  of  sobi 
minol  solution  by  rabbits  promoted  tt 
clearing  and  healing  of  the  scrotal  lesior 
of  experimental  syphilis.  These  ant 
syphilitic  effects  compared  favorably  wit 
those  of  other  bismuth  compounds  use 
intramuscularly  in  rabbits. 

Nine  rabbits  were  given  sobismim 
solution  gastrically  with  the  aid  of  a sui 
able  rubber  catheter  and  attached  glas 
bulb,  using  variable  doses  three  tiirn 
weekly  for  different  periods  of  tim 
Two  of  these  rabbits  were  given  0.02 
gm.  Bi  per  kg.  of  body  weight  (tot: 
0.105  gm.  in  1 week).  Treponemes  di: 
appeared  in  11  days  and  14  days,  an 
the  chancres  healed  in  17  and  23  day 
Three  rabbits  were  each  given  0.07  gn 
per  kg.  (total  0.21  gm.)  in  1 wee) 
Treponemes  disappeared  in  9,  10,  an 
12  days,  and  the  lesions  in  2 rabbit 
healed  in  33  days.  The  lesions  of  th 
third  rabbit  remained  unhealed  at  th 
end  of  16  days,  when  it  died.  Tw 
rabbits  were  each  given  0.035  gm.  pe 
kg.  (total,  0.42  gm.)  in  4 weeks.  Treif 
onemes  disappeared  in  6 and  12  days,  an 
the  lesions  healed  in  36  and  43  day; 
One  rabbit  was  given  0.07  gm.  per  kj 
(total,  0.63  gm.)  in  3 weeks.  Trepi  k 
nemes  disappeared  in  10  days,  the  lesion 
remaining  unhealed  at  the  end  of  26  day:  i 
when  death  occurred.  One  rabbit  wa 
given  0.07  gm.  per  kg.  (total,  0.84  gm. 
in  4 weeks.  Treponemes  disappeared  i 
10  days,  and  healing  occurred  in  40  day; 
These  results  showed  a fairly  uniforr 


tendency  in  the  time  for  disappearanc 
of  treponemes  in  the  majority  of  the 
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!libbits  used  (a  median  of  10  days  after 
istric  administration  of  the  drug).  A 
r milar  uniformity  occurred  in  the  heal- 
aig  of  the  lesions  in  the  7 rabbits  that 
: irvived  (a  median  of  33  days).  When 
tmpared  with  the  same  changes  in  the 
^treated  controls,  it  is  seen  that  the 
%stric  administration  of  sobisminol 
1 iused  definite  spirocheticidal  and  heal- 
! g effects  in  experimental  syphilis  (these 
& suits  agreed  with  those  of  voluntary 
"■inking) . 

1 These  observations  were  similar  to  the 
finical  antisyphilitic  actions  of  sobis- 
'■  inol. 

I 

iiie  relationship  between  the  in  vitro 
i and  the  in  vivo  activity  of  sulfona- 
i mide  compounds.  H.  J.  White,  A. 
Calvin  Bratton,  J.  T.  Litchfield,  Jr., 
and  E.  K.  Marshall,  Jr.  J.  Pharmacol. 
& Exper.  Therap.,  Baltimore,  72:  112- 
122,  May  1941. 

A qualitative  comparison  of  the  in 
tro  and  in  vivo  activity  on  /3  hemolytic 
,reptococcus  of  126  compounds  consist- 
g of  sulfanilamide  derivatives,  sulfon- 
nides,  sulfones,  sulfoxides,  sulfides  and 
rtain  miscellaneous  compounds  was 
ade.  It  was  shown  (a)  that  no  com- 
>und  is  active  in  vivo  unless  it  is 
tive  in  vitro  or  can  be  decomposed  in 
e animal  body  to  a compound  which 
ould  be  active  in  vitro,  and  ( b ) that 
mpounds  can  be  active  in  vitro  but 
active  in  vivo. 


UBLIC  HEALTH 

^MINISTRATION 

— 

aiding  morale  in  the  United  States 
Army  and  Navy.  As  described  in  a 
radio  broadcast  by  three  Government 
officials.  J.  Social  Hyg.,  New  York, 
27 : 221-227,  May  1941. 

The  work  of  building  morale  in  the 
w citizen  Army  and  in  the  Navy  was 
eently  set  forth  in  a national  broadcast 
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by  three  officials  who  are  chiefly  respon- 
sible for  this  important  job — Frederick 
H.  Osborn,  Chairman  of  the  Joint  Army 
and  Navy  Committee  on  Welfare  and 
Recreation ; Charles  P.  Taft,  Assistant 
Coordinator  of  Defense  Activities  in  the 
Federal  Security  Agency;  and  Colonel 
William  H.  Draper,  Jr.,  of  the  War  De- 
partment General  Staff.  Mr.  Osborn 
talked  on  the  purposes  of  the  work.  Mr. 
Taft  and  Colonel  Draper  described  spe- 
cific problems,  measures  being  taken,  and 
the  tangible  benefits  received.  The  talks 
were  given  through  the  National  Radio 
Forum  as  arranged  by  the  Washington 
Star,  and  they  were  broadcast  over  a na- 
tional hookup  of  the  National  Broad- 
casting Company. 

The  Joint  Army  and  Navy  Committee 
on  Welfare  and  Recreation  has  three 
functions:  (1)  To  make  available  the 
advice  of  civilians  who  are  experienced 
in  special  fields,  so  as  to  help  the  Army 
and  Navy  in  planning  facilities  for  the 
soldiers  and  sailors  when  they  are  off 
duty.  (2)  To  act  as  a liaison  between 
the  Army,  which  is  in  charge  of  the 
camps ; the  Navy,  which  is  in  charge  of 
the  naval  reservations ; the  Federal  Se- 
curity Agency,  which  supervises  the 
work  in  the  communities  near  the  camps ; 
and  the  public,  which  wants  to  help  with 
voluntary  services  and  contributions.  (3) 
To  help  keep  the  public  informed  about 
what  is  being  done  for  the  soldier  and 
sailor  in  his  leisure  time  and  how  it  re- 
lates to  his  training.  This  committee  has 
a subcommittee  of  17  educators  headed 
by  Clarence  Dykstra,  president  of  the 
University  of  Wisconsin.  Charles  Taft 
is  chairman  of  the  subcommittee  on  re- 
ligious activities. 

Blood  testing  of  registrants  for  Selec- 
tive Service.  J.  M.  A.  Alabama,  Mont- 
gomery, 10:  436-437,  June  1941. 

Of  346,683  men  between  the  ages  of  21 
and  35  who  registered  for  Selective 
Service  on  October  16,  1940,  in  Alabama, 
205,345  (59.2  percent)  voluntarily  pre- 
sented themselves  for  a blood  test  for 
syphilis.  Of  the  186,470  specimens  ex- 
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amined  when  this  report  was  written, 
16,447  (8.82  percent)  •were  positive. 

These  16,447  men  will  be  retested.  Al- 
though the  study  is  incomplete,  it  is  be- 
lieved that  about  2 percent  of  the  white 
men  and  20  percent  of  the  Negro  men 
will  have  positive  tests.  A serious  at- 
tempt is  being  made  to  get  most  of  these 
men  under  treatment,  and  that  this  is 
occurring  is  shown  by  the  trend  in  clinic 
population,  which  has  increased  by  some 
2,800  since  the  reports  to  counties  have 
been  made  available.  If  the  majority  of 
the  registrants  with  syphilis  and  their 
families  and  contacts  who  have  syphilis 
are  treated,  a marked  improvement  in  the 
syphilis  problem  should  be  apparent 
within  the  next  few  years. 

The  United  States  Public  Health 
Service  asked  all  States  to  make  blood 
tests  on  Selective  Service  registrants  on 
a voluntary  basis.  However,  Alabama 
and  North  Carolina  were  the  only  two 
States  who  availed  themselves  of  this 
opportunity  to  any  appreciable  degree. 

In  Alabama,  the  blood  drawing  for  the 
tests  was  on  a county  basis.  It  was  im- 
possible to  test  each  registrant  in  one 
day,  since  the  laboratory  facilities  were 
insufficient.  In  11  counties  the  regis- 
trants were  offered  the  test  on  registra- 
tion day,  October  16,  1940.  In  the  re- 
maining 56  counties,  the  test  was  offered 
during  the  next  4 weeks. 

Each  county  health  officer  was  asked 
to  arrange  for  enough  centers  to  cover 
the  county  adequately.  In  each  regis- 
tration place  a notice  was  prominently 
displayed  stating  the  place,  day,  and 
time  when  blood  would  be  drawn,  and 
the  registrars  called  the  men’s  attention 
to  these  posters.  Due  to  the  excellent 
cooperation  of  the  medical  profession,  all 
clinics  were  well-manned.  Sufficient 
nurses,  nurse-helpers  (NYA  girls  and 
high  school  students),  clerical  assistants, 
and  equipment  were  provided  for  each 
center.  As  each  registrant  presented  him- 
self at  the  clinic,  the  following  data  was 
obtained  in  triplicate:  name,  post  office 
address,  age,  and  color.  By  numbering 
the  county,  blood  center,  and  patient,  each 
person  could  be  identified  by  number. 
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Blood  was  drawn  by  the  syringe-neec > i 
technic,  and  sufficient  syringes  a 1 s 
needles  were  supplied  to  each  county  f: 
the  survey. 

The  blood  was  sent  to  one  of  the  k - 
oratories  under  the  State  system  at  t ■ 
end  of  each  day.  A special  shift  I : 
W.  P.  A.  workers,  under  the  supervisiji 
of  a trained  laboratory  technician,  cc 1 
trifuged  and  separated  the  serum  frcl  : 
the  blood.  The  following  day  the  sen  ; 
was  frozen  at  a quick  freezing  plant, 
was  kept  frozen  by  storage  in  either  tjj 
quick  freezing  plant  or  in  an  ice  pla 
until  it  could  be  tested  by  the  laboratoi  I: 
since  it  was  expected  to  take  4 to 
months  to  complete  the  examinations. 

The  vice  problem  and  defense.  Basco 

Johnson.  Survey  Midmonthly,  Ne  1 

York,  77:  141-143,  May  1941. 

Since  September  1939,  most  of  tl 
effort  to  improve  conditions  by  repressii 
prostitution  in  the  areas  near  new  Arn 
camps  and  naval  stations  has  been  mac 
by  the  American  Social  Hygiene  Ass< 
ciation,  acting  on  request  from  the  Arm, 
Navy,  and  Federal  Security  Agency  (ii 
eluding  the  U.  S.  Public  Health  Service  I 
A bill  (H.  R.  2475),  introduced  b 
Chairman  May  of  the  House  of  Repr< 
sentatives  Military  Affairs  Committee  a 
the  request  of  the  Army,  Navy,  an  i 
American  Social  Hygiene  Associatioi  \ 
has  reenacted  Section  13  of  the  Dral 
Act  of  1917.  It  provides  that  the  Seen 
taries  of  War  and  Navy  may  set  up  zone 
of  such  radius  as  they  deem  necessar 
around  military  camps  and  naval  sta 
tions,  within  which  prostitution  shall  b : 
a Federal  offense,  to  be  prosecuted  onl 
by  the  Department  of  Justice.  Exper:  ! 
ence  during  the  World  War  showed  tha 
such  Federal  legislation,  judicially  sue 
tained  by  the  U.  S.  Supreme  Court,  wa 
effective  in  inducing  sometimes  reluctan 
State  and  local  officers  to  enforce  thei 
own  State  laws.  It  was  necessary  t ) 
bring  only  a few  cases  into  the  Federa 
Courts.  The  published  report  of  hear 
ings  on  the  present  House  Bill  show 
authoritative  support  from  Federa! 
State,  and  local  official  and  civic  leaden 
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The  field  work  of  the  American  Social 
atlygiene  Association  during  the  past  16 
fhonths  has  helped  to  demonstrate  the 
alue  of  law  enforcement  measures.  To 
lajid  State  and  local  governments  in  these 
ttfforts,  the  Federal  Security  Adminlstra- 
t pr,  as  coordinator  of  health,  welfare,  and 
siojelated  defense  activities,  has  established 
cel  Division  of  Legal  and  Social  Protection 
'rolthe  Director  of  the  Division  is  Bascom 
rmohnson).  The  program  of  the  Division 
. hill  include  studies  (a)  of  the  nature 
tljnd  extent  of  conditions  favoring  pros- 
titution and  sex  delinquency  in  the 
iorieighborhood  of  Army  and  Navy  camps, 
io(6)  of  community  needs  and  resources 
is,  or  remedying  these  conditions,  (c)  of 
roblems  created  by  the  influx  of  young 
iris  in  search  of  employment  or  adven- 
ure,  and  ( d ) of  the  personnel  and  in- 
titutions  available  for  temporary  deten- 
tion, classification,  and  referral  to  other 
agencies  of  women  and  girls  who  are  in 
miifflculty.  Emphasis  will  be  placed  on 
providing  protection,  employment,  or, 
?hen  necessary,  rehabilitation  for 
romen. 

Such  information  will  form  a basis  for 
ooperation  with  local  communities  and 
dll  strengthen  the  hands  of  officers  in 
iking  such  legal  or  administrative  ac- 
ion  as  may  be  required.  Where  local 
esources  are  inadequate,  recommenda- 
ion  will  be  made  to  the  proper  State  or 
'ederal  authorities  for  aid. 

Through  programs  conducted  by  the 
i(]  lilitary  and  naval  services,  the  case 
gainst  exposure  to  venereal  disease  will 
e presented  to  enlisted  personnel  by 
tiaplains  and  medical  officers  on  reli- 
ious,  moral,  and  health  grounds,  and  full 
iformation  will  be  given  on  the  use  of 
llirophylactic  measures.  The  Division  of 
si  [.egal  and  Social  Protection  will  under- 
like  to  make  available  sound  factual  in- 
isformation  and  tbe  best  scientific  opinion 
n the  sexual  needs  and  problems  of 
outh.  The  Division  will  have  a staff 
jldiich  may  total  80  persons,  approxi- 
lately  half  working  in  each  of  its  two 
elated  fields — legal  and  social  protection, 
"he  staff  will  be  decentralized  as  far  as 
: ossible,  operating  under  supervisors  in 


the  regional  office  under  the  Federal 
Coordinator.  The  supervisors  will  have 
their  direct  representatives  stationed  in 
various  camp  areas. 

Every  effort  will  be  made  to  integrate 
these  activities,  not  only  at  the  Federal 
and  State  levels,  but  also  in  the  local 
communities.  Local  committees,  inter- 
ested in  legal  and  social  protection,  will 
be  tied  in  with  over-all  committees  in- 
terested in  the  whole  program  wherever 
they  are  established  in  the  community. 
The  objective  is  to  avoid  wasted  effort, 
duplication,  and  overlapping,  and — still 
more  important — to  provide  a well- 
rounded  program  of  community  services. 

Less  is  known  about  the  problems  of 
girls  than  about  those  of  the  soldiers. 
The  protection  of  migrant  girls  is  espe- 
cially important.  Some  national  pro- 
vision comparable  to  the  CCC  camps  may 
need  to  be  devised. 

An  objective  and  constructive  approach 
is  being  made  to  the  problem  of  prosti- 
tution and  venereal  disease.  Social  and 
legal  protection  is  an  essential  line  of 
defense.  But  it  must,  and  does,  form 
part  of  a broader  program  through  which 
wholesome  recreation,  decent  housing, 
and  all  the  other  factors  influencing  indi- 
vidual and  community  welfare  will  also 
be  maintained  and  strengthened. 

Medical  certificates  to  prostitutes.  Edi- 
torial. Kentucky  M.  J.,  Bowling 

Green,  39:  156,  May  1941. 

It  has  been  brought  to  the  attention  of 
the  Kentucky  State  Department  of 
Health  that  prostitutes  are  using,  as  an 
aid  in  solicitation,  certificates  signed  by 
physicians  which  purport  to  show  free- 
dom from  venereal  disease.  The  practice 
of  giving  certificates  which  may  assist 
prostitutes  in  solicitation  is  dangerous 
since  the  prostitute  may  show  no  sign  of 
infection  at  the  time  of  examination  yet 
within  a few  days  or  even  hours  she  may 
develop  frank  signs  of  venereal  disease. 
Tbe  Kentucky  State  Department  of 
Health  regulations  emphatically  forbid 
the  issuance  of  statements  which  may  be 
used  by  prostitutes  in  solicitation. 
Physicians  who  find  it  necessary  to  give 
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their  patients  letters  about  their  physical 
condition  should  write  them  in  such  a 
form  that  it  would  be  impossible  for 
prostitutes  to  use  them  in  solicitation. 

Private  practitioner’s  role  in  syphilis 

control  in  Pennsylvania.  John  J 

Shaw.  Pennsylvania  M.  J.,  Harris- 
burg, 44:  1224,  July  1941. 

In  this  letter  to  the  editor,  the  author 
states  that  Pennsylvania  is  one  of  the 
few  States  which  require  a report  on 
syphilis  in  the  infectious  stage  as  con- 
trasted with  syphilis  that  is  not  con- 
tagious. The  regulation  reads  in  part  as 
follows : 

1.  Anyone  suffering  with  syphilis,  the 
duration  of  whose  infection  is  less  than 
4 years,  or  who  presents  open  syphilitic 
lesions  of  the  skin  or  mucous  membrane 
shall  be  considered  as  potentially  endan- 
gering the  public  health,  and  it  shall  be 
the  duty  of  this  person  to  receive  proper 
treatment  for  this  infection. 

2.  Any  physician  who  makes  a diag- 
nosis of  syphilis  as  laid  down  in  Para- 
graph 1 above  shall  make  a report  of 
such  case  direct  to  the  Pennsylvania  De- 
partment of  Health,  Harrisburg,  Pa.,  by 
number  without  name  and  address. 

3.  It  shall  be  the  duty  of  the  attending 
physician  to  report  to  the  Pennsylvania 
Department  of  Health  the  name  and 
address  of  any  person  who  fails  to  report 
for  treatment  within  a period  of  2 weeks 
after  the  time  designated  unless  the  at- 
tending physician  has  knowledge  of  good 
and  sufficient  reason  for  delay. 

During  1940,  a total  of  628  physicians 
reported  that  1,471  patients  with  syph- 
ilis had  come  to  them  for  treatment. 
During  the  same  period,  420  patients  were 
reported  as  delinquent  in  treatment  in 
accordance  with  the  regulations.  Through 
the  machinery  of  the  State  department 
of  health,  313  of  these  delinquent  patients 
were  returned  to  the  physician  for  treat- 
ment. 

During  the  same  period,  the  public 
clinics  of  the  State  reported  that  11,173 
patients  had  come  to  the  clinics  for  treat- 
ment. This  includes  hospital  clinics  of 
the  State  almost  without  exception. 
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When  this  large  number  of  patien 
who  entered  the  free  clinics  of  Penns: 
vania  in  1 year  is  compared  with  tl 
number  of  patients  whom  private  phyj  i 
cians  reported  as  having  come  to  the  I 
for  treatment,  it  appears  that  the  gre 
majority  of  physicians  did  not  comp 
with  the  regulation. 

The  regulation  was  designed  with  oi 
thought  only — that  contagious  syphilis  1 
treated  in  order  that  the  infection  1 
stopped  at  the  source.  It  is  not  the  coi  li 
cern  of  a health  department  as  to  whi 
may  become  of  an  individual  who  hf  • 
syphilis  in  a stage  that  is  not  contagiov 
or  that  is  not  liable  to  become  contagiou 
On  the  other  hand,  it  is  the  responsibilit  a 
of  a public  health  department  to  see  :i 
possible  that  syphilis  is  not  carried  froi  < 
one  person  to  another.  Treatment  thf 
is  properly  administered  to  the  syphiliti 
carrier  whose  infection  is  less  than 
years’  duration  is  the  means  of  stoppin 
the  spread  of  syphilis. 

Syphilis  is  an  endemic  disease  that  ha 
numerous  foci  of  infection.  Destroy  th 
foci  and  the  endemic  ceases.  Treatmen 
of  the  infected  individual  is  the  only  wa 
that  syphilis  can  be  destroyed. 

The  cooperation  of  private  physician 
of  Pennsylvania  in  reporting  infectiou  ' 
syphilitic  patients  and  those  who  becom 
delinquent  is  earnestly  requested. 

Some  practical  results  of  physics  ; 

examinations.  A.  J.  Kammer.  Indusi 

Med.,  Chicago,  10:  230-233,  June  1941 

Kammer  deals  with  the  practical  r( 
suits  of  physical  examinations  at  on 
industrial  clinic  serving  one  plant — th 
examination  clinic  at  the  Indiana  Harbc 
Works  of  the  Inland  Steel  Co.  He  dis, 
cusses  syphilis  among  the  specific  cor 
ditions  meriting  special  consideratior 
Of  the  first  15,000  different  individual 
consecutively  examined,  8,085  were  aj 
plicants  for  work  and  6,915  were  em 
ployees. 

Over  300  employees  were  found  to  hav 
syphilis  (mostly  latent),  and  they  wer 
referred  to  proper  places  for  treatment 
An  effort  was  made  to  individualize  thei  . 
supervision  and  much  time  was  devotei 
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o the  reexamining,  interviewing,  and 
letter  writing  that  go  with  good  super- 
ision.  The  workers  are  reporting  to 
irivate  physicians,  to  part-pay  and 
iharity  clinics,  and  to  medical  school 
.ispensaries  scattered  over  the  entire 
Ihicago-Calumet  area.  It  was  possible 
o keep  in  touch  with  all  cases  and  to 
xert  constant  pressure  on  them.  The 
nd-results  cannot  be  evaluated  for  some 
lime  to  come. 

In  considering  the  relative  values  of 
he  different  examination  procedures,  it 
?as  discovered  upon  review  of  482  cases 
£ syphilis  diagnosed  by  repeatedly  posi- 
live  tests  that  only  11  men,  or  2.28  per- 
ent  of  the  total,  gave  histories  of 
enereal  infection.  It  was  clear  that 
irect  questions  pertaining  to  venereal 
isease  might  as  well  be  dropped  from 
he  history  form.  Eighty-two  men  (17 
iercent)  presented  physical  signs  that 
roused  the  examiner’s  suspicion  of  the 
iresence  of  syphilis.  By  the  serologic 
jests  alone,  80.7  percent  of  the  cases  were 
uscovered,  and  these  cases  would  have 
ieen  missed  had  not  all  men  been  sub- 
acted to  serologic  tests. 


jlagleville  High  School  class  studies  a 
State  health  problem.  Health  Briefs, 
Tennessee  Department  of  Public 
Health,  Nashville,  18:  No.  4,  pp.  2-3, 
Apr.  15,  1941. 

The  public  school  seems  an  ideal  place 
begin  an  educational  program  against 
enereal  disease.  One  such  plan  was 
dopted  by  the  Eagleville  High  School  in 
940.  This  high  school  was  one  of  eight 
:hools  designated  by  R.  R.  Vance,  Ten- 
essee  State  High  School  Supervisor,  to 
lclude  a unit  study  of  the  venereal  dis- 
uses as  communicable  disease  in  the 
icond  semester  curricula.  The  eight 
:hools  had  faculties  which  included 
,:aehers  who  had  received  special  train 
ig  in  health  education. 

Supervisor  Vance  suggested  that  the 
□it  study  be  made  in  connection  with 
ology  or  sociology  classes.  At  the 
agleville  High  School  the  sociology  in- 
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structor  was  also  the  member  of  the 
faculty  who  had  taken  the  health  train- 
ing which  qualified  him  to  teach  the 
course  on  venereal  diseases. 

This  sociology  instructor  explained  to 
the  sociology  class,  consisting  of  .11  girls 
and  2 boys,  that  the  study  of  venereal 
diseases  would  be  a unit  of  the  class  work 
and  would  not  have  value  as  an  addi- 
tional scholastic  credit.  Also,  the  course 
was  to  be  a germ  approach  rather  than 
a sex  education  approach  to  the  subject. 
The  students  were  eager  to  adopt  the 
plan  suggested.  An  explanation  of  the 
plan  was  sent  to  the  superintendent  of 
the  Rutherford  County  Schools.  He 
heartily  endorsed  the  course  and  en- 
couraged the  class  to  continue.  Each 
student  talked  with  his  parents  and  other 
relatives,  and  secured  a statement  from 
his  family  which  he  brought  to  class. 
Not  one  of  the  statements  expressed  op- 
position to  the  suggested  plan,  and  sev- 
eral of  the  parents  expressed  interest. 

About  8 weeks  of  class  periods  were 
devoted  to  the  course,  but  most  of  the 
students  continued  to  collect  newspaper 
and  magazine  articles  on  the  subject  and 
to  read  informative  books  after  the  formal 
study  was  completed.  Four  main  topics 
were  used  as  an  outline  for  the  class 
work:  (1)  What  are  syphilis  and 

gonorrhea?  (2)  History  and  prevalence. 
(3)  Treatment.  (4)  Effects  of  untreated 
syphilis  and  gonorrhea. 

Oral  and  written  reports,  posters,  and 
lectures  were  alternately  employed  dur- 
ing the  class  periods  in  order  that  the 
meetings  might  be  more  interesting  and 
that  each  student  might  be  given  an 
opportunity  to  make  his  contribution  to 
the  class.  The  public  health  department 
also  furnished  some  slide  pictures  dealing 
with  the  effects  of  congenital  syphilis  and 
gonorrhea  in  connection  with  a home 
nursing  course  that  was  being  offered 
the  home  economics  class.  The  instructor 
of  home  economics  included  a brief  study 
of  the  venereal  diseases  with  the  course 
in  home  nursing.  The  social  science  and 
home  economics  classes  combined  work 
during  this  period. 
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RAPID  APPRAISAL  OF  SULFONAMIDE  DRUGS 
IN  THE  TREATMENT  OF  GONORRHEA  IN  THE  MALE 

MONTHLY  REPORT 


DISAPPEARANCE  OF  SYMPTOMS 


BY  END 

OF  FOURTH 

WEEK 

OF  OBSERVATION 

SEVERE 

PATIENTS 

NO  DISCHARGE 

PERCENT 

REACTIONS 

STILL 

DRUG 

2 GLASS- 

UNDER  RX. 

CLEAR  0 

20 

40  60 

80 

1 


il 


% 

2.7 


70  SULFAT  HI  AZOLE  8 6 


so  SULFAPYRIDINE 


NOT 

AVAILABLE 


7 0 SULFANILAMIDE  6 3 


NO  DISCHARGE 
2 GLASS  - CLEAR 
FOR  14  DAYS  OR  MORE 


DISCHARGE  OR 
2 GLASS  - CLOUDY 


: 


SULFATHIAZOLE 


LABORATORY  FOLLOW-UP  IN  INDICATED  PERIODS 
ON  PATIENTS  SHOWING  NO  DISCHARGE  AND  CLEAR  2 GLASS  TEST  FOR  14  DAYS 


STATUS  AFTER  TWO  WEEKS'  FOLLOW-UP 


STATUS  AFTER  THREE  WEEKS' FOLLOW-UP 


LESS  3 OR 

THAN  3 MORE 

RELAPSES  NO  TESTS  NEGATIVE  CULTURES 


THAN  3 MORE 

RELAPSES  NO  TESTS  NEGATIVE  CULTURES 


NEW  DRUGS 

RAPID  APPRAISAL  REPORTS  ARE  PUBLISHED  EACH  MONTH  ONLY  FOR  DRUGS  IN  GENERAL  USE.  RESULTS 
WITH  NEW  DRUGS  INTRODUCED  FOR  CLINICAL  EXPERIMENTATION  ARE  COMMUNICATED  DIRECTLY  TO  THE 
RESEARCH  CLINICS  AND  TO  THE  PHARMACEUTICAL  LABORATORY  MANUFACTURING  THE  DRUG.  THIS  INFORMATION 
IS  AVAILABLE  TO  OTHERS  UPON  REQUEST. 


SOURCE  - AMERICAN  NEISSERlAN  MEDICAL  SOCIETY  a UNITED  STATES  PUBLIC  HEALTH  SERVICE 


o 
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valuation  Studies  as  Indicators  of  Serologic  Reliability 

REUBEN  L.  KAHN,  Sc.  D. 

Ann  Arbor,  Mich. 


"HE  GROWING  interest  in  serologic 
) valuation  studies  should  ultimately  re- 
ult  in  placing  serology  on  a high  level 
f accuracy.  The  splendid  national  sero- 
igic  evaluations  carried  out  in  the 
Tnited  States  since  1934  under  the  direc- 
ion  of  the  Committee  on  the  Evaluation 
f Serodiagnostic  Tests  for  Syphilis  have 
pparently  become  an  established  institu- 
on.  Recently,  the  number  of  State  eval- 
ations  and  even  those  of  cities  has  been 
lcreasing  by  leaps  and  bounds.  Unfor- 
mately,  some  of  these  latter  evaluations 
say  prove  misleading.  The  tendency  ap- 
;ars  to  be  to  interpret  them  on  the  same 
isis  as  the  more  extensive  national  eval- 
itions.  Yet,  these  two  types  of  evalua- 
ons  belong  in  different  categories. 

State  and  city  evaluations  usually  em- 
oy  nonsyphilitic  controls  of  such  nature 
at  practically  any  test  performed  in  any 
boratory  would  be  expected  to  show  a 
cord  of  100  percent  specificity.  This 
;uation  is  bound  to  exert  an  important 
:ect  on  the  significance  of  these  evalua- 
>n  studies.  It  is  axiomatic  in  serology 
at  sensitivity,  because  it  is  not  self  lim- 
d,  has  to  be  limited  by  specificity. 
ierefore,  when  a 100  percent  specificity 
2ord  in  an  evaluation  study  is  subject 
• question,  the  sensitivity  results  are 
cessarily  questionable  also. 

Oet  us  consider  a hypothetical  evalua- 
n finding  in  which  the  standard  Kahn 
t is  compared  with,  let  us  say,  test  X. 
th  tests  show  100  percent  specificity. 
3t  X shows  85  percent  sensitivity  and 
1 Kahn  test  75  percent  sensitivity.  We 
1 then  raise  the  question  as  to  which 
It  is  the  more  dependable.  To  throw 
it  on  this  question  it  will  be  necessary 
examine  differences  between  the  types 
evaluation  studies  and  the  problem  of 
— 

rom  the  Clinical  Laboratories,  University 
ijirtlichigan  Hospital. 


sensitivity  and  specificity  in  these  studies 
and  in  actual  practice. 

DIFFERENCES  BETWEEN  EVALUATION  STUDIES 

Two  basic  types  of  evaluation  studies 
may  be  defined  as  follows : 

Type  1 determines  which  serologic  test 
is  superior  to  other  tests. 

Type  2 determines  which  serologic  lab- 
oratory reports  results  below  the  level 
of  average  dependability. 

Illustrations  of  the  first  type  are  the 
serologic  conferences  of  the  League  of 
Nations  Health  Organization  held  in 
Copenhagen  in  1928  and  in  Montevideo 
in  1930,  and  the  study  carried  out  by  the 
Committee  on  the  Evaluation  of  Serodiag- 
nostic Tests  for  Syphilis  in  the  United 
States  in  1935.  The  latter  committee  in- 
cludes leaders  in  the  fields  of  syphilology, 
clinical  pathology,  and  public  health. 
The  one  thousand  odd  cases  tested  in  each 
of  these  evaluation  studies  were  chosen 
to  correspond  to  cases,  both  syphilitic  and 
nonsyphilitic,  occurring  in  general  prac- 
tice. A good  record  of  specificity  and 
sensitivity  in  these  evaluations  is  right- 
fully considered  a distinctive  achieve- 
ment. 

Illustrations  of  the  second  type  of 
evaluation  studies  are  those  of  limited 
scope,  already  referred  to,  which  have 
become  popular  during  the  last  few  years. 
In  the  case  of  State  and  city  evaluations, 
these  are  generally  conducted  by  directors 
of  the  public  health  laboratories  or  by 
the  venereal  disease  control  officers.  The 
nonsyphilitic  cases  are  normal  individuals 
and  relatively  few  in  number,  and  the 
syphilitic  cases  almost  invariably  have 
been  treated.  A good  record  of  specific- 
ity and  sensitivity  in  these  evaluations 
is  expected  of  all  participating  labora- 
tories. If,  for  example,  a laboratory  re- 
ports a certain  percentage  of  false  posi- 
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fives  in  so  small  a normal  group,  it  can 
be  assumed  that  the  laboratory  does 
unreliable  work. 


RELATION  BETWEEN  SENSITIVITY  AND  SPEC- 
IFICITY IN  THE  TWO  TYPES  OF  EVALUA- 
TION STUDIES 


We  will  choose  from  the  comprehensive 
evaluation  study  of  1935  two  tests  which 
reported  more  sensitive  results  than  the 
standard  Kahn  test ; for  example,  the 
Hinton  and  Eagle  tests.  In  that  evalua- 
tion study,  it  will  be  recalled,  the  controls 
included  various  pathologic  cases  as  well 
as  some  normal  individuals.  The  results 
taken  from  the  published  report 1 were 
as  follows : 


Percentage 
of  positive 
reports  of 
syphilitic 
donors 

Percentage 
of  false 
positives  1 

Hinton 

86.6 

1.7 

Eagle 

84. 1 

1. 1 

Kahn..  

80.  5 

0.2 

1 Results  obtained  on  a group  of  468  presumably 
nonsypbilitic  donors,  including  presumably  normal 
persons  and  persons  with  tuberculosis,  malignancies, 
fever  and  jaundice  as  well  as  pregnant  women,  men- 
struating women  and  women  in  the  intermenstrual 
period. 


It  is  evident  that,  with  an  increase  in 
sensitivity  of  about  5 percent  over  the 
Kahn  test,  the  Hinton  and  Eagle  tests 
also  showed  an  increase  in  false  positives. 
But  the  more  recent  evaluation  studies 
give  a different  picture.  In  these,  a test 
which  is  10  percent  more  sensitive  than 
the  standard  Kahn  test  can  yet  give  100 
percent  specificity.  I have  in  mind  the 
presumptive  test.  The  following  results 
are  taken  from  the  official  reports  of  the 
Committee  on  the  Evaluation  of  Serodi- 
agnostic  Tests  for  Syphilis  and  were  fur- 
nished by  Senior  Surgeon  J.  F.  Mahoney, 
of  the  United  States  Public  Health 
Service. 


1 The  Evaluation  of  Serodiagnostic  Tests  for 
Syphilis  in  the  United  States.  Supp.  No.  1 to 
Ven.  Dis.  Inform.,  p.  21,  U.  S.  Government 
Printing  Office,  Washington,  1935. 
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Per- 

cent- 

age 

sensi- 

tivity 

Pei  lf 
cen  j ts 
ag( 

spec  • 
ficit  u 

Evaluation  study  1938,  201  cases  of 
syphilis;  96  normal  persons: 
Control  standard  Kahn  test. 

70.5 

! « 
to 
tii 

Control  presumptive  Kahn  test... 

79.9 

Evaluation  study  1939,  217  cases  of 
syphilis;  114  normal  persons: 
Control  standard  Kahn  test 

77.4 

' ' ! ?0 

i imi 

Control  presumptive  Kahn  test... 

87.6 

Dr) 

Evaluation  study  1940,  226  cases  of 
syphilis;  111  normal  persons: 
Control  standard  Kahn  test.. 

71.2 

1 i(S. 

Control  presumptive  Kahn  test... 

83.0 

j ¥0 

There  is  thus  a discrepancy  in  the  re  , 
tionship  between  the  sensitivity  and  t ,, 
specificity  in  the  1935  and  the  1938,  191  , 
and  1840  evaluation  studies.  In  the  o 

Hi 

instance,  about  5 percent  increased  sen- 
tivity  over  the  standard  Kahn  test  : 
suited  in  decreased  specificity;  while  , 
the  other,  as  high  as  10  percent  increas 
sensitivity  did  not  result  in  decreas 
specificity.  The  answer  must  lie  in  t 

* iOS 

kind  of  nonsyphilitic  controls  employed 
these  two  types  of  evaluation  studies. 

SENSITIVITY  AND  SPECIFICITY  IN  HOSPIT 
CASES 


When  a test  which  is  about  10  pern 
more  sensitive  than  the  standard  Ka 
test,  such  as  the  presumptive  test,  is  us 
in  the  routine  admissions  of  a large  h 
pital,  it  is  found  to  be  oversensitive.  1 
department  of  syphilology  at  the  U 
versity  of  Michigan  Hospital  has  fon 
that  the  presumptive  test  is  positive 
too  large  a number  of  cases  in  which 
indications  point  to  the  absence  of  syp 
lis  and  considers  this  test  unsafe 
routine  use. 

It  would  appear  that  the  results  of 
presumptive  test  in  the  1938  to  11 
evaluations  do  not  correspond  to  the 
suits  of  the  same  test  in  routine  hospif 
admissions.  This  lack  of  eorresponde 1 
is  undoubtedly  due  to  the  fact  that  1 
pital  admissions  represent  unselecfi 
cases  with  but  relatively  small  numb 
of  normal  persons,  while  the  controls^ 
these  evaluations  consist  of  small  ni 
bers  of  normal  persons  only. 
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It  must  be  remembered  also  that  in 
lese  evaluation  studies,  the  Committee 
as  been  obliged  to  take  out  certain  ques- 
onable  cases  from  the  tabulations,  pre- 
unably  because  they  could  not  decide 
3 to  the  presence  or  absence  of  syphilis 
It  those  cases.  Such  questionable  cases 
:e  obviously  not  excluded  from  hospital 
Imissions. 

Briefly,  the  specificity  results  given  by 
sts  in  routine  hospital  admissions  cor- 
■spond  closely  to  the  results  of  the  1934 
•aluation  study,  but  not  to  those  of  the 
ore  recent  evaluations.  I might  add 
at  the  routine  cases  in  the  University 
Michigan  Hospital  represent  largely 
tients  coming  to  the  out-patient  de- 
rtment.  These  patients  are  of  the  same 
pe  which  one  meets  in  private  practice 
d whose  blood  specimens  reach  private 
>d  public  health  laboratories  for  sero- 
gic  examinations.  A test,  therefore, 
fich  is  too  sensitive  for  routine  use  in 
hospital  laboratory  is  also  presumably 
3 sensitive  for  routine  use  in  other 
^oratories. 

VSITTVITY  EATING  IN  THE  MOKE  KECENT 
EVALUATION  STUDIES 

The  sensitivity  in  the  various  evalua- 
n studies,  especially  those  carried  out 
State  and  city  laboratories,  as  indi- 
:ed,  is  based  on  the  positive  reactions 
:ained  almost  entirely  in  treated  cases 
syphilis.  If  the  cases  consisted  largely 
untreated  secondary,  tertiary,  and 
er  stages  of  syphilis  and  of  patients 
dequately  treated,  increased  sensitiv- 
I would  mean  superiority.  But  with 
I type  of  cases  frequently  employed, 
a reased  sensitivity  may  not  always 
Jin  superiority. 

■iet  me  cite  the  following  incident 
lich  is  a relatively  common  one.  A 
lhilologist  submitted  a blood  specimen 
■'<  examination.  We  reported  to  him : 
lndard  Kahn  reaction  Doubtful  (±)  ; 
Isumptive  reaction  Positive  (+  + + + )• 
■ informed  us  that  the  serologic  report 
■:he  standard  test  was  in  his  opinion 
n t should  have  been,  the  patient  having 
« more  than  a year  of  intensive  ther- 
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apy  and  the  Kahn  reaction  having  begun 
to  show  a decline  some  months  back. 
The  positive  reaction  given  by  the  pre- 
sumptive test  did  not  disturb  him  because 
in  his  experience  that  test  was  oversen- 
sitive. Suppose  the  serum  of  this  patient 
had  been  included  in  an  evaluation  study. 
The  presumptive  test  would  have  been 
given  the  higher  rating  since  it  proved 
more  sensitive  in  a case  of  syphilis.  Yet, 
a syphilologist  (who  is  professor  of 
syphilology)  interpreted  the  results  of  the 
diagnostic  test  as  the  more  dependable. 

Several  weeks  ago,  another  syphilolo- 
gist told  me  that  some  time  previously 
he  had  been  asked  to  take  charge  of  the 
syphilis  clinic  in  the  county  hospital  of 
his  city,  and  one  of  his  first  administra- 
tive acts  was  to  discontinue  treatment  of 
nearly  half  of  the  patients.  Of  these, 
some  had  been  treated  for  more  than  5 
years  and  the  others,  for  more  than  3 
years ; all  were  past  middle  age.  He  did 
not  consider  any  of  these  a menace  to 
the  public  health,  but  he  did  consider 
continuing  treatment  to  be  a menace  to 
the  patient’s  health.  Why  had  their  treat- 
ment been  so  prolonged?  Because  of 
positive  and,  in  many  instances,  doubtful 
serologic  reactions.  The  reactions  in 
these  cases  were  obtained  with  the  stand- 
ard Kahn  test.  The  number  of  these  re- 
actions would  obviously  have  been  in- 
creased by  the  use  of  tests  having  records 
of  higher  sensitivity  in  the  recent  evalua- 
tion studies. 

Let  me  cite  one  more  instance.  A neuro- 
syphilitic patient  gave  a positive  spinal 
fluid  reaction  and  a negative  blood  serum 
reaction.  The  patient  was  treated  with 
malaria,  and  he  began  to  give  positive 
serum  reactions.  The  verification  test 
showed  these  serum  reactions  to  be  of  the 
general  biologic  type  and  not  of  the  syph- 
ilitic type.  In  due  time,  the  serum  reac- 
tions became  negative.  If  the  serum  of 
this  patient  had  been  used  in  an  evalua- 
tion study  during  the  “positive”  stage, 
that  test  which  gave  a negative  reaction 
would  have  given  an  apparently  correct 
serologic  report,  while  the  test  giving  a 
positive  reaction  would  have  been  re- 
porting a nonsyphilitic  malarial  reaction. 
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The  impression  gained  from  the  sensi- 
tivity records  of  the  recent  evaluation 
studies  may  thus  be  questioned.  A test 
which  gives  a sensitivity  10  percent  higher 
than  the  standard  Kahn  test  may  actu- 
ally be  the  less  reliable  test,  and  in 
certain  treated  cases  the  test  of  lower 
sensitivity  may  he  the  truer  serologic  in- 
dicator. What  is  particularly  disturbing 
is  to  see  evaluation  reports  in  which  the 
sensitivity  of  the  Kahn  test  in  other  labo- 
ratories is  higher  than  that  obtained  in 
this  (control)  laboratory.  When  our 
laboratory  gives,  for  example,  75  percent 
sensitivity,  and  another  laboratory  80 
percent  sensitivity,  or  higher,  it  means 
that  either  the  other  laboratory  employs 
an  incorrectly  standardized  antigen  which 
is  oversensitive  or  that  it  varies  certain 
technical  steps  in  such  a way  as  to  in- 
crease sensitivity.  In  the  same  evalua- 
tion study,  the  other  laboratory  may  show 
100  percent  specificity,  but  in  the  cases 
which  it  is  called  upon  to  examine  day 
by  day,  it  is  bound  to  give  a proportionate 
increase  in  false  positive  reactions. 

RECORDING  SENSITIVITY  AND  SPECIFICITY  IN 
EVALUATION  STUDIES 

We  have  seen  that  there  are  two  dis- 
tinct types  of  evaluation  studies.  The 
first  type  is  extensive  enough  to  justify 
sensitivity  and  specificity  ratings  of  the 
participating  tests.  The  second  type  is 
so  limited  in  scope  that  all  participating 
laboratories  are,  as  a matter  of  course, 
expected  to  make  a good  record. 

Unfortunately,  the  same  method  of  re- 
cording the  findings  is  employed  in  both 
types  of  evaluations.  The  result  is  that 
when  one  examines  the  tabulations  of  the 
less  comprehensive  evaluations,  one  notes 
that  practically  all  laboratories  report 
‘TOO  percent  specificity.”  This  perfect 
specificity  record  tends  to  give  laboratory 
directors  a false  sense  of  security  as  to 
*heir  routine  serologic  work.  It  also 
gives  them  the  false  impression  that  the 
sensitivity  of  present-day  serologic  tests 
may  be  safely  increased  without  affecting 
the  specificity. 

A possible  solution  to  this  problem  is 
to  use  the  terms  “percentage  sensitivity” 
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and  “percentage  specificity”  only  in  tl  ii 
extensive  evaluation  studies,  such  as  tl  iff 
one  carried  out  in  1935.  In  the  less  e 
tensive  evaluations,  if,  let  us  say,  li  ifi 
treated  cases  of  syphilis  and  100  norm 
controls  are  employed,  the  headings  \ ilj 
the  columns  in  the  tabulations  might  ret  I 
“Number  of  positives  in  100  treated  case:  a 
and  “Number  of  positives  in  100  norm  ii 
controls.”  If  necessary,  the  treated  cas  is 
should  be  grouped  under  “moderate;  t 
treated”  and  “extensively  treated.”  Tb  f 
method  of  recording  results  will  be 
my  opinion  more  valid  statistically  ail 
it  will  conform  more  closely  to  realitie  n 

SHOUID  DIAGNOSTIC  SENSITIVITY  BE  J 
INCREASED  ? 

As  a result  of  several  local  evaluati<!ij 
studies  in  which  other  tests  showed  high 
sensitivity  than  the  standard  Kahn  te: 
colleagues  have  brought  up  the  quest! 
why  I do  not  raise  the  sensitivity  of  tl!  j 
test  “in  conformity  with  the  times.”  T!  jj 
fact  is,  it  would  be  a simple  matter  ) 
do  so.  All  that  would  be  necessary  worn  j| 
be  to  use  in  the  standard  test  the  antigi 
now  used  in  the  presumptive  test,  i r 
antigen  of  still  greater  sensitivity  com 
then  be  used  in  the  presumptive  te 
But  no  evidence  is  available  that  t 
standard  Kahn  test  is  insufficiently  Si 
sitive.  The  sensitivity  results  in  the  19  i 
evaluation  study  corroborate  this  vie  i 
Excluding  tests  which  gave  more  th 
2 percent  false  positives,  one  finds  tl 
the  different  tests  carried  out  by  thi| 
respective  authors  showed  an  average  s< 
sitivity  of  75.5  percent,  while  the  standa 


3 It  may  be  of  interest  in  this  connection 
mention  that  the  Bureau  of  Laboratories 
the  Michigan  Department  of  Health,  for  ab 
15  years,  has  been  sending  to  registered  la 
ratories  within  the  State  five  to  six  specim 
for  check  examinations,  several  times  a y( 
The  laboratories  of  the  Illinois  Department 
Public  Health  began  the  same  practice 
1937.  By  employing,  let  us  say,  four  syphil  I 
serums  and  two  nonsyphilitic  serums  for  ch  3 
purposes  four  times  a year,  these  health 
partments  keep  in  close  touch  with  the  ini 
state  laboratories.  No  attempt  is  made  to  r* 
the  participating  laboratories  on  a percent  * 1 
basis. 
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Kahn  test  showed  a sensitivity  of  80.5 
i’rcent. 

i What  are  the  difficulties  in  raising  sen- 
itivity?  1.  It  is  possible  to  raise  sero- 
igic  sensitivity  to  heights  which  are  defi- 
itely  beyond  the  range  of  syphilis.  Thus, 
it  this  hospital,  instead  of  obtaining  the 
Smal  3 to  4 percent  positives  with  the 
landard  Kahn  test  in  the  routine  admis- 
jons,  antigens  of  such  sensitivity  have 
|en  prepared  that  they  may  give  as  high 
40  percent  positives  in  these  admis- 
)ns.  Precisely  to  what  level  then  should 
[}e  sensitivity  of  the  standard  Kahn  test 
raised? 

2.  Even  tests  of  conservative  sensitivity 
re  reactions  outside  of  the  realm  of 
philis — namely,  with  serums  of  lower 
imals,  with  serums  of  cases  of  malaria 
i d leprosy,  and  in  isolated  instances,  of 
) ises  with  other  nonsyphilitic  disturb- 
n ces. 

i IB.  Vast  numbers  of  cases  diagnosed  as 
1 philis  are  asymptomatic  and  the  diag- 
f Isis  is  based  solely  on  serologic  tests. 

' tiis  fact  would  obviously  necessitate  a 
it  ghly  critical  attitude  in  interpreting 
ologic  tests.  But  to  many  physicians, 
positive  reaction  means  syphilis,  and 
iphilis  means  treatment.  Treatment,  in 
rn,  means  the  use  of  drugs  not  entirely 
e from  toxicity.  All  this,  aside  from 
distress  a diagnosis  of  syphilis  means 
li  the  patient. 

it  1.  The  sensitivity  of  the  standard  Kahn 
Oft  has  been  evaluated  daily,  since  1928, 
an  outstanding  department  of  syphilol- 
tllp.  According  to  staff  members  of  that 
partment,  this  test,  far  from  being  un- 
J 
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dersensitive,  if  anything,  is  too  sensitive. 
Is  one  to  be  guided  by  the  results  of  these 
daily  evaluations  which  yearly  total  ap- 
proximately 35,000  tests  (in  which  every 
patient  giving  a positive  or  doubtful 
Kahn  reaction  is  referred  to  that  depart- 
ment) or  by  an  evaluation  based  on  some 
50  or  100  or  200  specimens? 

CONCLUSIONS 

1.  Recent  serologic  evaluation  studies 
carried  out  by  State  and  city  public 
health  laboratory  directors,  within  cer- 
tain limits,  give  evidence  of  unreliable 
serologic  results,  thereby  serving  as  a 
guide  in  improving  upon  such  results. 

2.  The  evaluation  studies  enable  those 
in  charge  of  private,  hospital,  and  other 
laboratories  to  compare  their  results  with 
those  of  a control  laboratory. 

3.  Such  studies,  due  to  their  limited 
scope,  are  but  rough  indicators  of  sero- 
logic reliability.  They  are  not  a gauge 
of  correct  specificity  of  a test,  and  a lab- 
oratory reporting  “100  percent  speci- 
ficity” in  an  evaluation  may  actually  re- 
port an  undue  number  of  false  positive 
reactions  in  routine  practice.  Not  being 
a gauge  of  specificity,  the  studies  cannot 
be  a gauge  of  correct  sensitivity  of  a test. 

4.  Only  by  the  more  extensive  evalua- 
tion studies,  such  as  those  carried  out  by 
the  League  of  Nations  Health  Organiza- 
tion in  1928  and  1930,  and  by  the  Amer- 
ican Committee  on  Evaluation  of  Serodi- 
agnostic  Tests  for  Syphilis  in  1935,  can 
the  specificity  and  sensitivity  of  a test 
be  gauged  with  a high  degree  of  accuracy. 


HAS  BEEN  assumed  that  an  indi- 
ual  who  has  developed  a positive  Frei 
[Action,  due  to  an  infection  with  the 
as  of  venereal  lymphogranuloma,  will 
tinue  to  yield  a positive  reaction  for 
remainder  of  his  life  independently  of 
ether  or  not  clinical  cure  has  occurred. 
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Reports  of  the  reversal  of  a positive  Frei 
reaction  are  rare  (1).  Two  hypotheses 
have  been  advanced  to  explain  this  reten- 
tion of  cutaneous  hypersensitivity  to 
inoculation  of  the  inactivated  virus  of 
venereal  lymphogranuloma.  The  first 
postulates  the  development  of  an  irre- 
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versible  immunologic  condition  and  the 
second,  the  persistence  of  active  virus  in 
the  presence  of  apparent  complete  arrest 
of  the  disease. 

The  demonstration  that  certain  sulf- 
onamide compounds  have  a curative 
effect  upon  experimental  infection  with 
venereal  lymphogranuloma  in  animals 
(2,  3)  and  upon  the  acquired  disease  in 
man  (4>  5,  6)  has  opened  the  way  to  a 
study  of  the  latter  hypothesis.  Cure  of 
venereal  lymphogranuloma  by  the  sulfon- 
amide compounds  is  believed  to  result 
from  the  action  of  the  defense  forces  of 
the  body  coupled  with  the  virostatic 
effect  of  the  drugs.  There  is  no  definite 
proof,  however,  that  clinical  cure  of  ve- 
nereal lymphogranuloma  with  sulfon- 
amide compounds  is  accompanied  by 
complete  inactivation  of  the  virus. 

The  first  reports  of  the  effect  of  sulfan- 
ilamide upon  the  response  to  the  Frei  test 
have  recently  been  made  by  Stein  (7).  In 
a series  of  32  patients  with  the  inguinal 
variety  of  venereal  lymphogranuloma  who 
had  been  successfully  treated  with  sulf- 
anilamide, Stein  repeated  the  Frei  tests 
on  5 of  them  6 to  8 months  after  the 
original  positive  tests  had  been  obtained. 
The  second  test  was  negative  in  4 in 
whom  the  infection  at  the  time  of  the 
first  test  was  acute  and  of  not  more  than 
90  days’  duration.  The  fifth  patient, 
whose  reaction  was  not  reversed,  had  had 
the  disease  for  3 years.  The  amount  and 
duration  of  treatment  given  to  the  5 per- 
sons was  not  definitely  stated  but  the  cure 
of  26  acute  cases  in  the  series  required, 
on  an  average,  83  gm.  of  sulfanilamide 
administered  over  a period  of  18  days,  or 
at  the  rate  of  approximately  140  gm.  per 
month.  Individual  daily  doses  ranged 
from  4.0  gm.  to  6.6  gm.  Blood  sulfanila- 
mide levels  varied  from  2.0  to  16.0  mg. 
per  100  cc. 

A study  of  the  effect  of  sulfanilamide, 
neoprontosil,  and  sulfathiazole  upon  the 
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response  to  the  Frei  test  in  patients  wi> 
venereal  lymphogranuloma  has  been  a 
ried  on  in  the  venereal  lymphogranulor  I 
clinic  of  the  New  York  Hospital  for  t Id 
past  2 years.  The  results  of  that  work  a 
presented  here. 

Between  September  1988  and  Decemfcfie 
1940,  sulfanilamide,  neoprontosil,  a: 
sulfathiazole  were  exclusively  and  si 
cessively  used  in  the  treatment  of  37  p 
sons  suffering  from  venereal  lympl 
granuloma.  Sulfanilamide  and  neoprc 
tosil  were  employed  for  the  first  half 
the  period  and  sulfathiazole  since  M 
1840.  Twenty  persons  received  sulfani. 
mide  alone,  6 sulfathiazole,  and  the  i! 
mainder  2 or  more  of  the  drugs.  One  dr 
only  was  used  at  a time.  Most  of  the  i 
tients  were  ambulant  during  the  period 
treatment.  Five  persons  were  hospitaliz 
for  treatment,  and  2 of  these  did  not  ifts 
quire  further  therapy.  Sulfanilami 
alone  was  used  during  hospitalization  i 
cording  to  the  following  plan  : 7.2  gm. 
divided  doses  were  given  on  the  first  d 
and  followed  by  5.4  gm.  daily  in  divid 
doses  for  1 to  3 weeks.  The  exact  dui 
tion  depended  upon  the  tolerance  of  t 
patient  for  the  drug.  Ambulant  perso 
received  smaller  doses  of  sulfani] amic 
as  follows : For  the  first  week  0.3  to  ( 
gm.  was  given  3 times  daily.  The  dc 
was  increased  to  0.9  or  1.2  gm.  3 tint 
daily  at  the  beginning  of  the  second  we 
and  this  dosage  was  maintained  for  t 
next  4 or  5 weeks.  The  exact  dose  w 
governed  by  the  reaction  of  the  patient 
the  drug.  Best  periods  of  1 to  2 wee 
were  given  on  an  average  at  6 weelf  . 
intervals  after  which  treatment  was  i 
sumed,  usually  with  a dose  of  0.6  to  1 
gm.  3 times  daily.  The  total  amount 
sulfanilamide  administered  to  any  patie! 
ranged  from  16.8  to  584.1  gm. 

Neoprontosil  was  given  in  doses  rar 
ing  from  0.9  to  1.2  gm.  daily.  The  dr 
was  not  used  exclusively  in  the  tret 
ment  of  any  of  the  5 persons  who  receiv 
it  nor  was  it  taken  with  the  same  degriM 
of  regularity  as  were  sulfanilamide  a: 
sulfathiazole.  The  total  amount  of  nf  It 
prontosil  given  to  any  patient  ranged  frc 
6.3  to  255.6  gm. 
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1 The  dose  of  sulfathiazole  was  1.5  gm. 
? times  daily  for  3 weeks  followed  by 
L.O  gm.  3 times  daily  for  2 or  3 weeks, 
i rest  period  of  1 or  2 weeks  then  fol- 
owed,  after  which  the  course  of  therapy 
vas  resumed,  beginning  with  1.5  gm.  3 
imes  daily.  The  total  amount  of  sulf- 
ithiazole  received  by  any  patient  ranged 
rom  10.5  to  338.0  gm. 

The  blood  level  of  free  sulfanilamide 
md  free  sulfathiazole  was  determined  in 
0 and  14  persons  respectively.  The  fig- 
ire  ranged  from  1.0  to  13.3  mg.  per 
00  cc.  in  the  case  of  sulfanilamide  and 
rom  1.5  to  4.0  mg.  with  sulfathiazole. 
lo  serious  toxic  reactions  to  the  drugs 
ccurred  in  the  group. 

As  a considerable  amount  of  drug  was 
ften  required  to  cause  healing  or  marked 
mprovement  of  lesions,  the  duration  of 
reatment,  including  lapse  and  rest  pe- 
iods,  was  frequently  long.  It  ranged 
rom  13  days  to  16%  months  with  an 
verage  of  7 months.  Owing  to  the  lack 
f uniformity  of  the  lapse  and  rest  pe- 
iods  among  the  individual  patients,  the 
lost  satisfactory  expression  of  intensity 
f individual  treatment  appeared  to  be 
ie  amount  of  sulfonamide  drug  taken 
er  month.  This  was  obtained  by  divid- 
ig  the  total  amount  of  the  three  sulf- 
aamide  drugs  ingested  by  the  number 
£ months  including  lapse  and  rest  pe- 
iods,  over  which  treatment  was  admin- 
tered.  The  total  amount ' of  the  sulf- 
lamide  drugs  received  by  any  patient 
inged  from  30.0  to  730.2  gm.  The  in- 
msity  of  treatment  was,  with  the  excep- 
;on  of  two  cases,  substantially  lower 
lan  that  employed  by  Stein  and  aver- 
ted 52.6  gm.  of  sulfonamide  drug  per 
onth  with  limits  of  4.4  and  143.3  gm. 
iispectively. 

The  group  consisted  of  22  white  males, 
white  females,  6 Negro  males,  and  7 
iegro  females.  Thirty-three  persons  had 
e anorectal  variety  of  the  disease  and 
ithe  acute  inguinal  variety.  One  patient 
td  a chronic  cystitis  with  histologic 
lidings  in  the  bladder  mucosa  identical 
ith  those  of  venereal  lymphogranuloma. 
ie  duration  of  the  disease  before  the 
rformance  of  the  first  Frei  test  was  as 

Mnereal  Disease  Information,  October  19il 
413189—41 — —2 


follows  : 10  days  to  3 months  in  6 persons, 
3 months  to  1 year  in  5,  1 year  to  2 years 
in  6,  2 years  to  4 years  in  6,  4 years  to 
8 years  in  8,  15  years  to  35  years  in  6. 

Most  of  the  Frei  tests  were  performed 
with  mouse-brain  antigen  and  the  re- 
mainder with  yolk-sac  antigen  (8).  The 
minimum  diameter  of  the  papule  of  a 
positive  Frei  reaction  measures  7 mm. 
with  mouse-brain  antigen  and  6 mm.  with 
yolk-sac  antigen.  Doubtful  reactions  pro- 
duced with  these  antigens  are  represented 
by  papules  measuring  7x6  mm.  and  6x5 
mm.  respectively. 

The  interval  between  the  performance 
of  the  first  Frei  test  and  the  beginning 
of  sulfonamide  therapy  was  under  6 
weeks  in  23  persons,  between  6 weeks 
and  12  months  in  9,  and  between  1 year 
and  4 years  in  5. 

The  interval  between  the  performance 
of  the  second  Frei  test  and  the  conclusion 
of  sulfonamide  therapy  was  as  follows : 
14  persons  were  tested  upon  the  day 
treatment  was  completed,  8 within  4 
weeks,  5 between  1 and  3 months,  7 be- 
tween 3 months  and  1 year,  and  3 at  14 
months  after  completion  of  therapy. 
Three  persons  had  a third  Frei  test  per- 
formed at  intervals  of  7 weeks,  3 months, 
and  12  months,  respectively,  after  the 
performance  of  the  second  test. 

The  lesions  in  17  persons  were  com- 
pletely healed  as  the  result  of  sulfonamide 
treatment.  In  addition,  marked  improve- 
ment occurred  in  9 and  improvement  in 
8;  3 were  unimproved.  The  interval  of 
time  which  elapsed  between  complete 
healing  and  the  performance  of  the  sec- 
ond Frei  test  was  1 day  in  3 persons, 
between  1 day  and  3 months  in  6,  between 
3 and  9 months  in  4,  and  between  12  and 
19  months  in  5. 

RESULTS  AND  COMMENTS 

Reversal  of  the  Frei  reaction  from  pos- 
itive to  negative  did  not  occur  in  any  case. 
In  one  patient,  however,  who  had  a 
lymphogranulomatous  involvement  of  the 
bladder  wall,  there  was  a diminution  in 
the  degree  of  the  response  from  positive 
to  doubtful.  The  failure  to  obtain  re- 
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versal  of  the  reaction  may  have  been  due, 
in  some  instances,  to  the  comparatively 
low  intensity  of  therapy  and,  in  others,  to 
the  chronicity  of  the  disease  prior  to 
treatment. 
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Gonococcal  Infection  in  the  Female 

ROBERT  M.  LEWIS,  M.  D.> 

New  Haven,  Conn. 


SOME  HAVE  s-uggested  that,  since  both 
diagnosis  and  determination  of  cure  are 
difficult  in  the  female,  our  main  efforts 
toward  eliminating  gonococcal  infections 
should  be  exerted  in  treating  the  male, 
reasoning  that  if  all  men  are  cured  there 
would  be  no  question  of  further  female 
infections.  To  me  the  matter  appears 
closely  analogous  to  the  problems  raised 
in  malaria  control.  In  both  instances 
the  patient  must  be  cured  and  also  pre- 
Arented  from  infecting  an  intermediate 
host.  The  intermediate  host,  be  she  a 
woman  or  a mosquito,  must  also  be  pre- 
vented from  spreading  infection.  In  the 
case  of  women,  they  must  be  cured  and 
kept  from  continuing  the  chain  of  gono- 
coccal infections.  The  destruction  of  the 
mosquito  is  simpler  than  its  cure ! 

Although  the  treatment  of  gonococcal 
infections  of  men,  women,  and  girls  dif- 
fers but  little,  diagnosis  and  determina- 
tion of  cure  are  often  vastly  more  difficult 
in  the  case  of  the  female  than  in  the  male. 


1 Associate  Clinical  Professor  of  Obstetrics 
and  Gynecology,  Yale  University  School  of 
Medicine. 
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Studies  of  the  last  10  years  have  mai 
it  wise  for  us  to  forget  much  that  w; 
accepted  as  known  fact  before  that  tim 
We  agree  with  Josh  ^Billings— the  immo 
tal — who  said,  “It  is  better  not  to  kno 
so  many  things,  than  to  know  so  mai 
things  that  aren’t  so.” 

Ten  years  ago  there  was  almost  a-  s 
perstitious  fear  of  the  dangerous  possib 
ities  of  institutional  epidemic  contagic! 
from  single  cases  of  gonococcal  vaginit 
of  prepuberal  girls.  At  the  turn  of  tl| 
century  Holt  had  reported  a large  nui 
ber  of  cases  of  gonococcal  vaginitis  four 
in  the  wards  of  certain  New  York  he1 
pitals  which  had  necessitated  their  tei 
porary  closure.  Other  epidemics  of  vaj 
nitis  in  institutions  were  soon  reporte; 
Isolation  technic  in  hospital  care  of  p: 
tients  was  then  but  little  understood  ■ 
practiced.  The  diagnosis  of  gonococc 
infections  depended  entirely  on  the  micr  I 
scopic  examination  of  spreads,  which  V ' 
now  recognize  as  a thoroughly  unreliab, 
procedure  in  all  but  acute  infections 
the  female. 

If  possible,  the  treatment  of  gonococc  ' 
vaginitis  of  girls  was  even  less  satisfa 
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,!tory  than  its  diagnosis.  A host  of  anti- 
septic washes,  applications  to  the  vaginal 
s], surfaces,  suppositories  or  pastes  had  for 
13 1 day  their  supporters,  but  each  was 
'ound  inadequate.  But  little  was  known 
)f  the  methods  of  spread  from  case  to 
:ase,  and  it  was  almost  believed  that  the 
gonococcus  could  flit  about  of  its  own 
volition  infecting  innocent  girls  with  dia- 
iolic  intent.  Hospitals,  schools,  and 
.j'hild-caring  institutions  often  would  not 
idmit  children  with  even  a past  history 
; >f  gonococcal  infection.  The  question 
vas  frequently  raised  whether  children 
vith  such  infections  were  ever  cured. 
F With  no  adequate  studies  of  groups  of 
Untreated  control  cases,  these  questions 
“were  difficult  to  answer  positively. 

Nine  years  ago  the  author  of  this  paper 
Jecame  convinced  that  local  treatments, 
>uch  as  applications  and  douches,  could 
nly  be  expected  to  destroy  organisms 
n the  surface  of  the  vaginal  mucosa. 
..s  the  infection  always  lies  deep  in  the 
racosa  and  submucosa,  it  could  not  be 
ffected  by  such  forms  of  treatment.  In 
heir  place  estrin  therapy  was  proposed, 
iris  treated  with  estrogens  develop  in  a 
5w  days  a tremendous  thickening  of  the 
pithelial  layer  which  covers  the  vaginal 
lucosa.  At  the  same  time  the  vaginal 
cretions  change  from  near  neutral  to 
rongly  acid  (pH  4.5  to  5).  In  artificial 
iedia  an  acidity  greater  than  pH  6 is 
ital  to  the  gonococcus.  Children  treated 
|3  just  described  usually  showed  marked 
inical  improvement  in  2 weeks  time. 
1 3 or  4 weeks,  or  even  sooner,  it  became 
ifficult  or  impossible  to  demonstrate 
mococci  in  their  vaginal  spreads.  Con- 
ol  by  means  of  cultures,  though  at- 
mpted,  was  not  successful  at  the  time 
jiis  form  of  treatment  was  introduced, 
ulture  technic  was  then  in  its  infancy. 
This  method  of  treatment,  I still  be- 
ive,  had  advantages  over  the  previous 
ethods  of  local  treatment.  The  intro- 
iction  of  a vaginal  suppository  did  not 
>set  the  children  under  treatment  as  the 
rcibly  given  vaginal  douches  which  pre- 
ded  it  had  done.  Clinical  improvement 
flowing  the  use  of  estrogenic  supposi- 
ries  was  sufficient  to  cause  their  wide- 
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spread  adoption  in  the  treatment  of  gono- 
coccal vaginitis. 

Unfortunately,  treatment  with  estro- 
gens is  still  employed.  As  I shall  men- 
tion later,  it  has  no  curative  value  and 
is  not  to  be  compared  with  the  brilliant 
results  now  obtainable  with  sulfathiazole. 
Some  3 years  ago  the  New  York  City 
Department  of  Health  with  aid  from  Gov- 
ernment funds  organized  a group  of 
physicians  to  study  the  whole  problem 
of  gonorrheal  vaginitis  in  girls.  I have 
enjoyed  my  association  with  these  in- 
vestigators and  will  presently  review 
some  of  the  conclusions  which  seem  justi- 
fied by  the  study.  Many  of  them  have 
been  published  by  Alfred  Cohn  and  his 
associates.  At  the  outset  we  aimed  to 
find  out  as  much  as  possible  about  the 
etiology,  pathology,  and  prognosis  of 
gonococcal  infections  in  children  and 
hoped  to  determine  the  best  way  of  treat- 
ing such  infections,  as  well  as  studying 
the  community  problems  that  they  in- 
volved. We  believed  that  a study  of  the 
behavior  of  the  gonococcus  in  the  simple 
structure  of  the  child’s  vagina  might  well 
throw  light  on  its  behavior  in  adult  fe- 
male infections. 

It  is  generally  believed  that  gonococcal 
infection  of  the  vagina  of  the  adult  fe- 
male is  transient  and  uncommon  during 
ihe  years  of  estrogenic  and  menstrual 
activity.  Before  and  after  this  era  the 
epithelial  layers  of  the  vaginal  mucosa 
are  thin  and  few  in  number,  and  are 
highly  susceptible  to  invasion  by  the 
gonococcus.  In  children  the  accessory 
glands  of  Skene  and  Bartholin  are  rarely 
involved.  Gonococcal  urethritis  is  com- 
mon, but  usually  subsides  in  untreated 
cases  before  the  vaginitis  is  cured. 

Whether  the  glandular  structures  of 
the  endocervix  of  the  child  are  commonly 
involved,  along  with  the  infection  of  the 
vaginal  mucosa,  is  still  not  positively 
known.  In  my  own  opinion,  such  infec- 
tion is  rare  or  does  not  occur.  This  is 
a difficult  question  to  settle  without  an 
adequate  number  of  autopsy  investiga- 
tions, and  fortunately  few  children  with 
gonococcal  infections  die,  even  from  in- 
tercurrent disease.  Infection  of  the  por- 
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tio  vaginalis,  the  extension  of  the  vaginal 
mucosa  into  the  cervical  canal,  is  the 
rule  and  has  been  observed  in  several 
post  mortem  specimens.  One  does  not 
see  any  evidence  of  mucopurulent  dis- 
charge from  the  cervical  glands,  even  in 
acute  cases.  This  one  would  expect  if 
such  glands  were  the  seat  of  an  active 
infection.  Tubal  infection  secondary  to 
a gonococcal  vaginitis  is  rare  in  the  child 
(2  to  4 percent)  and  even  before  the  days 
of  sulfathiazole  usually  subsided  rapidly 
with  rest  in  bed.  I have,  however,  seen 
three  such  little  patients  who  died  with 
pelvic  abscesses. 

The  New  York  study 2 was  based  on  381 
culture-positive  cases  taken  from  a total 
of  1,715  children  with  vaginitis  who  were 
examined.  Of  this  culture-positive  group 
32.9  percent  yielded  negative  spreads. 
The  far  greater  reliability  of  cultures,  as 
compared  with  spreads,  was  evident.  The 
author  has  come  to  believe  that  spreads 
are  rarely  of  any  value  in  establishing  a 
diagnosis  of  gonococcal  infection  of 
women  or  girls  in  any  except  acute  cases 
where  perfectly  characteristic  organisms 
are  found  in  abundance.  The  possibility 
of  error  is  too  great  when  only  a few 
shadow  forms  or  poorly  stained  organisms 
are  discovered.  In  the  latter  event  opin- 
ions of  experts  are  often  at  variance  and 
a faulty  conclusion  is  easily  reached. 
About  45  percent  of  the  children  yielded 
positive  rectal  cultures  while  only  a few 
yielded  positive  x-ectal  spreads.  None  of 
them  showed  evidence  of  proctitis,  and 
the  rectal  infection  proved  only  transient. 
Occasional  rare  cases  of  severe  gonorrheal 
proctitis  have  been  observed  elsewhere. 
In  no  instance  in  the  children  studied 
did  a gonorrheal  ophthalmitis  result  from 
the  vaginal  infection. 

All  of  us  were  impressed  by  the  fact 
that  gonococcal  infection  of  girls  was 
not  as  prevalent  as  we  had  supposed.  In 
1939  only  316  such  cases  were  reported  to 
the  Health  Department  in  New  York  City. 


2 Further  Observations  on  Gonococcal  Vul- 
vovaginitis. Cohn,  A. ; Steer,  A. ; Adler,  E.  L. 
Transactions  of  the  Amer.  Neisserian  Medical 
Soc.,  June  1940,  pp.  24-29. 


In  Baltimore  during  the  same  year  onl;  iS! 
136  cases  were  recorded. 

A study  of  an  untreated  group  of  4 
girls  used  as  controls  was  illuminating 
In  78.8  percent  of  them  spontaneous  cur 
occurred  in  25  weeks  or  less,  as  shown  b 
cultures,  spreads,  and  clinical  appearance 
Tbe  remainder,  while  clinically  norma 
continued  to  yield  positive  cultures  o 
occasions,  interspersed  with  negativ 
laboratory  results.  These  we  considere 
to  be  latent  infections  with  an  indef 
nitely  long  duration.  A similar  situatio 
is  often  encountered  in  cases  of  adul| 
gonococcal  endocervicitis.  While  som! 
patients  yielded  positive  cultures  unt: 
cured,  not  a few  were  found  with  onl 
occasional  positive  laboratory  reports  ii 
terspersed  among  frequent  negative  r< 
suits  during  the  course  of  their  infectioi 
In  one  instance  only  2 positive  laborator 
reports  were  secured  from  a girl  durin 
an  observation  period  of  13  months,  a 
though  cultures  and  spreads  were  fri 
quently  made  during  that  time.  Ha 
these  children  been  examined  in  the  ord 
nary  clinic,  or  during  a visit  to  a coi 
sultant  for  diagnosis,  the  likelihood  i 
great  that  they  would  have  been  classe 
as  cases  of  nonspecific  vaginitis. 

The  specialist  often  finds  himself  in 
dilemma  when  children  with  a long  stanc 
ing  vaginitis  are  brought  to  him  for  dial 
nosis.  It  is  necessary  in  every  case  < 
this  kind  to  explore  the  vagina  careful! 
to  eliminate  the  possibility  of  a conceale 
foreign  body  as  a possible  cause  of  tl 
vaginitis.  The  usual  spreads  and  cu 
tures  for  gonococci  and  other  organisn 
should  be  taken.  Vaginal  secretion  d 
luted  with  normal  salt  solution  must  1 
examined  to  eliminate  a possible  trichor 
onas  infection.  Cultures  for  Monilii 
yeasts,  and  Aspergillus  infection  are  als 
indicated  and  are  best  made  on  Sabor 
raud’s  medium.  If  all  these  investig: 
tions  prove  negative,  the  possibility  < 
a latent  gonococcal  infection,  not  show 
by  culture,  still  remains.  If  cultures  ca: 
not  be  repeated  often,  it  is  best  under  tl 
circumstances  to  try  the  effect  of  a courip 
of  treatment  with  sulfathiazole.  If  a j( 
evidence  of  infection  rapidly  disappea: 
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as  a result  of  such  therapy,  one  is  en- 
titled to  believe  that  the  case  was  prob- 
ably one  of  latent  gonococcal  infection. 
Before  trying  such  a therapeutic  test,  of 
bourse,  every  effort  should  be  made  to 
secure  positive  laboratory  evidence  of  a 
jonococcal  infection. 

We  turn  now  to  the  study  of  a group 
)f  children  treated  with  estrogens.  Many 
if  us  had  long  been  concerned  over  the 
lumber  of  recurrences  observed  among 
ihildren  after  an  apparent  cure  by  estro- 
;enic  therapy.  At  first  we  believed  that 
einfection  explained  this  disappointing 
ituation.  The  New  York  study  group 
oon  discovered  that,  although  the  chil- 
ren  treated  with  estrogens  improved 
linically  and  spreads  (which  were  the 
revious  criteria  of  cure)  frequently  be- 
ame  negative,  cultures  often  remained 
ersistently  positive.  When  cultures  were 
Ised,  it  soon  became  apparent  that  real 
Iimination  of  the  gonococcal  infection 
id  not  occur  any  more  quickly  or  in  any 
reater  percentage  of  cases  than  in  the 
roup  of  children  who  received  no  treat- 
lent  whatever.  It  is  evident  that  the 
strogenic  treatment  was  but  a palliative 
rocedure  which  carried  patients  along 
atil  spontaneous  recovery  occurred. 

With  the  use  of  sulfanilamide,  about 
) percent  of  the  girls  treated  were  cured 
ithin  2 weeks. 

Sulfapyridine  in  doses  of  % grain  per 
»und  of  body  weight,  not  exceeding  2 
n.  per  day  for  from  7 days  to  10  days, 
Iven  in  4 divided  doses  at  4 hour  inter- 
ls  rapidly  cured  85  percent  of  a series 
i 89  cases. 

'Sulfathiazole  given  in  the  same  manner 
■ preferable  to  sulfapyridine  because  it 
less  toxic.  The  percentage  of  cures 
Isulting  is  equal  to  the  figure  just  given 
r sulfapyridine.  None  of  the  children 
treated  showed  evidence  of  toxic  effects 
urn  the  drug.  Treatment  with  sulfa- 
azole  is  now  the  method  of  choice  and 
jo  usually  dramatically  successful.  Pa- 
li nts  so  treated  should  be  followed  for 
fl  nonths  before  being  pronounced  cured. 
oj  Often  it  is  difficult,  or  even  impossible, 
If  determine  the  source  of  infection  in 
.ividual  cases.  In  the  past  it  was  gen- 
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erally  believed  that  if  newborn  female 
children  were  infected  at  birth,  clinical 
evidence  of  such  infection  would  appear 
within  2 or  3 weeks.  It  now  seems  possi- 
ble, or  even  likely,  that  birth  infection 
may  be  latent  for  months  before  the  onset 
of  symptoms.  Different  studies  of  in- 
fected children  have  shown  that  in  a large 
percentage  of  such  cases  (probably  50 
percent)  a parent  or  other  member  of 
the  family,  also  has  gonorrhea. 

Intensive  study  of  a limited  number  of 
cases  of  gonococcal  vaginitis  by  a psychi- 
atrist convinced  us  that  sex  experimenta- 
tion was  frequent  among  infected  children 
who  were  6 years  of  age  or  older.  Among 
them  one  child  8 years  old  gave  a history 
of  promiscuous  intercourse  with  boys. 
Another  6 years  of  age  was  also  found  to 
have  had  intercourse.  Rice,  in  a similar 
study  made  in  Boston,  found  that  8 of  a 
group  of  15  girls  with  gonococcal  vaginitis 
gave  histories  of  sexual  contact  with  boys 
or  men.  To  us  it  seems  likely  that  school 
infections  are  more  apt  to  be  acquired  in 
this  way  than  any  other. 

Nelson  has  long  held  the  opinion  that 
children  with  gonococcal  infections 
should  be  excluded  from  school  only  as 
long  as  a free  vaginal  discharge  persists. 
We  are  in  full  accord  with  this  point  of 
view.  In  one  institution  that  came  under 
the  notice  of  Benson,  a group  of  infected 
girls  used  the  same  toilets  as  an  unin- 
fected group  for  many  months.  None  of 
the  uninfected  children  developed  vaginal 
or  other  infections.  During  the  period  of 
our  study  no  epidemics  of  gonococcal 
vaginitis  occurred  in  the  schools  of 
Greater  New  York,  although  children  of- 
ten attended  their  classes  for  many  weeks 
before  their  infection  was  found  or  re- 
ported. None  of  us  has  ever  seen  a case 
of  gonococcal  vaginitis  that  could  be 
proven  to  have  its  origin  at  the  toilet. 
We  believe  that  the  practice  of  setting 
aside  special  hospital  wards  for  children 
with  gonococcal  infections  is  unnecessary. 
Ordinary  present-day  isolation  technic  is 
sufficient  to  prevent  cross  infections  from 
occurring. 

The  course  of  adult  gonococcal  infec- 
tion parallels  that  of  childhood  infection 
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remarkably.  Instead  of  a vaginitis, 
urethral  and  endocervical  infections  are 
of  primary  importance.  The  more  seri- 
ous upward  extension  to  the  tubes  pro- 
ducing an  acute,  and  later  chronic,  sal- 
pingitis is  probably  far  less  common  than 
generally  supposed.  As  a guess,  I ven- 
ture to  say  that  not  more  than  one  infec- 
tion out  of  six  is  followed  by  tubal  infec- 
tion. If  the  patient  is  under  adequate 
treatment  with  sulfathiazole,  such  a se- 
quel almost  never  occurs.  The  same  rule 
holds  true  in  the  case  of  the  male ; i.  e.,  a 
patient  with  an  anterior  urethritis  under 
adequate  treatment  with  sulfathiazole 
very  rarely  develops  posterior  urethritis, 
prostatitis,  or  epididymitis. 

Our  present  conception  of  the  course 
of  gonococcal  endocervicitis  seems  to 
stand  in  need  of  sweeping  revision.  In 
the  past  it  has  been  taken  for  granted 
tbat  the  initial  gonococcal  infection  ordi- 
narily produced  a red,  swollen,  acutely 
inflamed  cervix  accompanied  by  a free 
discharge  of  mucopurulent  secretion — the 
textbook  picture  of  acute  endocervicitis. 
As  the  acute  inflammatory  phase  sub- 
sided, the  cervix,  it  was  thought,  neces- 
sarily remained  enlarged  and  swollen, 
with  granular  or  eroded  areas  about  the 
os  and  a continuous  mucopurulent  dis- 
charge. The  practitioner  was  led  to  be- 
lieve that  there  was  a typical  picture 
characteristic  of  gonococcal  cervical  in- 
fection could  he  but  recognize  it. 

We  now  realize  that  the  acute  inflam- 
matory reaction,  which  we  have  been  led 
to  expect,  is  not  a necessary  prelude  to 
chronic  endocervical  infection  with  the 
gonococcus.  In  fact,  there  is  reason  to 
believe  that  such  a response  at  the  onset 
of  the  infection  is  the  exception,  rather 
than  the  rule.  Occasionally,  as  a result 
of  public  education,  women  now  present 
themselves  for  examination  at  the  office 
with  the  man  responsible  for  their  infec- 
tion. Under  such  circumstances  accurate 
data  regarding  the  time  of  infection  may 
be  available.  In  such  an  instance,  10 
days  after  exposure  the  author  has  seen 
a patient  with  an  apparently  normal  cer- 
vix except  for  an  excess  of  mucus  secre- 
tion. Both  spreads  and  cultures  showed 
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gonococci  in  large  numbers.  In  cases  of 
chronic  infection  the  experienced  exam- 
iner can  detect  more  often  than  the  tyro 
some  of  the  stigmata,  such  as  evidences 
of  infection  of  the  cervix,  thickening  of 
the  bases  of  the  broad  ligaments,  indu- 
rated or  tender  tubes,  eversion  of  the 
urethal  mucosa  or  the  telltale  reddening 
of  the  orifices  of  the  accessory  glands. 
Sometimes  even  these  evidences  may  not 
be  apparent,  and  positive  laboratory  evi 
dence  may  then  come  as  a surprise.  A 
carefully  taken  history  may  yield  a valu 
able  clue  but  is  usually  not  helpful  unless 
trouble  and  time  have  been  taken  to  wir 
the  patient’s  confidence  beforehand  j 
Pelouze  (Bull.  New  York  Acad.  Med. 
17 : 39-44,  Jan.  1941)  in  discussing  th< 
treatment  of  gonorrhea  in  the  male  witt 
sulfanilamide  remarks  that  asympto 
matic  carriers,  dismissed  as  cured,  ma; 
transmit  the  infection  to  women,  who  ii 
turn  become  asymptomatic  carriers  of  th« 
gonococcus.  He  adds  that  such  a womai 
may  again  transmit  the  infection  to  stil 
another  man,  who  will  develop  a typica 
acute  urethritis.  The  implication  con 
tained  in  this  discussion  is  evidently  tha 
sulfanilamide  treatment  of  the  origina 
patient  has  transformed  the  gonococcu 
so  that  the  woman  secondarily  infectei 
may  become  a latent  carrier  of  the  dis 
ease.  My  own  interpretation  of  this  situ 
ation  is  different.  We  are  becomin 
aware  that  in  many  women  gonococca 
infection  produces  no  striking  inflamms 
tory  reaction.  Such  cases  may  well  b 
regarded  as  latent  carriers  and  are  b 
no  means  rare.  Pelouze’s  patients  wer 
probably  not  unusual,  and  the  course  c 
their  infection  was  presumably  uninfli 
enced  by  the  sulfanilamide  given  to  tb 
men  who  were  responsible  for  the: 
infection. 

Until  now  good  standards  of  medic; 
practice  have  required  the  demonstratic 
of  gonococci  by  laboratory  methods  b 
fore  a positive  diagnosis  of  gonorrhea  w; 
established.  In  recent  acute  infectioi 
of  women  and  girls,  positive  spreads  ar 
cultures  can  ordinarily  be  secured  ai 
are  rightly  considered  proof  of  the  dia 
nosis.  In  some  instances  we  have  f< 
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lowed  untreated  patients  for  as  long  as 
6 months,  while  spreads  and  cultures  re- 
mained positive.  Sometimes  only  posi- 
tive cultures  are  found  while  spreads 
early  become  negative.  Usually  after  a 
few  weeks  or  months  it  becomes  impos- 
sible to  find  any  positive  laboratory  evi- 
dence of  infection,  although  gross  inspec- 
tion of  the  cervix  assures  us  that  infection 
is  still  present.  Provocatives  under  such 
circumstances  usually  give  us  little  or  no 
assistance.  It  is  probable  that  the  invad- 
ing gonococci  lie  in  the  submucosa,  or  in 
the  depths  of  mucous  glands  which  have 
been  sealed.  Earlier  in  this  paper  the 
j case  of  a child  was  mentioned  from  whom 
in  13  months  of  investigation  only  two 
1 positive  cultures  were  secured.  We  have 
! seen  not  a few  women  with  gonococcal 
endocervicitis  with  similar  laboratory 
! records.  A much  larger  and  more  thor- 
ough study  of  prostitutes  by  Mahoney  and 
his  associates  convinced  them  that  it  is 
! impossible  to  secure  laboratory  evidence 
of  gonococcal  infection  in  a great  major- 
| ity  of  cases  of  long  standing  gonococcal 
endocervicitis.  In  his  series  of  clinically 
infected  prostitutes,  only  21  percent  gave 
positive  cultures,  while  far  fewer  of  them 
yielded  positive  spreads. 

In  my  own  considered  opinion,  spreads 
are  only  of  real  and  great  value  in  the 
diagnosis  of  gonococcal  infection  of  girls 
or  women  during  the  acute  phase  of  their 
infections.  At  this  time  if  large  numbers 
of  characteristically  formed,  gram-nega- 
tive intracellular  diplococci  are  found,  a 
positive  diagnosis  is  justified.  In  the 
later  stages  of  the  disease  I believe  that 
a study  of  spreads  is  apt  to  be  more  mis- 
; leading  than  helpful  unless  thoughtfully 
t interpreted  by  a well-informed  clinician. 
I Too  often  a positive  diagnosis  has  de- 
pended on  the  finding  of  a few  poorly 
K stained  diplococci  or  organisms  thought 
j to  resemble  diplococci.  I am  satisfied  to 
I {Confess  my  own  inability  to  identify  gon- 
j ococci  with  any  certainty  under  such  cir- 
- jcumstances.  I have  seen  many  cases 
; where  errors  in  doing  so  have  been  re- 
i sponsible  for  most  unfortunate  situations, 
i 1 Van  Slyke  in  a recent  meeting  of  the 
! New  York  City  Health  Department  re- 
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ported  the  results  of  an  extraordinarily 
interesting  study  of  the  value  of  labora- 
tory methods  in  the  diagnosis  of  chronic 
gonococcal  endocervicitis  in  women. 
Spreads  were  taken  from  the  endocervix 
of  664  prostitutes  who  gave  clinical  evi- 
dence of  infection.  Three  competent  ob- 
servers examined  the  same  Gram-stained 
slides.  One  of  them  reported  160  as  posi- 
tive for  gonococci,  another  found  only 
64  positives,  and  a third  found  only  44 
of  them  positive.  The  microscopists  by 
whom  this  study  was  made  were  all 
trained  experts  in  this  field  of  work.  If 
these  are  the  results  under  ideal  condi- 
tions, can  we  have  any  confidence  what- 
ever in  spread  diagnosis  of  this  type  of 
case?  Van  Slyke  further  reported  that 
in  the  same  group  of  patients  cultures 
were  made  by  three  excellent  laboratories 
using  the  same  preparations  of  media. 
Identical  swabs  from  the  cervix  in  pep- 
tone broth  were  used  by  all  three  labora- 
tories. The  results  of  the  cultures  in  the 
three  laboratories  were  in  total  agree- 
ment in  only  75  percent  of  the  culture- 
positive cases.  In  a further  investiga- 
tion Mahoney  and  his  associates  report 
that  1,598  prostitutes  with  presumable 
gonococcal  infections  were  studied  with 
repeated  cultures.  In  only  21  percent  was 
it  possible  to  confirm  the  clinical  diagno- 
sis with  cultures.  In  most  sections  of 
this  country  the  use  of  cultures  to  detect 
gonococcal  infections  is,  of  course,  not 
possible.  The  futility  of  taking  spreads 
in  rural  areas  with  untrained  personnel 
is  well  illustrated  by  the  following  ob- 
servation. In  a certain  maternal  health 
clinic  in  a southern  rural  community,  se- 
rologic examinations  for  syphilis  of  preg- 
nant patients  was  undertaken.  Of  6,888 
patients,  16.1  percent  yielded  positive  re- 
actions. It  is  fair  to  assume  that  in 
this  group  of  patients  gonococcal  infec- 
tions must  have  been  frequent.  Spreads 
were  taken  from  the  same  group  of  pa- 
tients and  examined  in  laboratories  of 
the  State  for  gonococci.  Of  the  entire 
lot,  only  4 spreads  were  reported  as  posi- 
tive. No  comment  is  necessary ! 

Iu  the  New  Haven  City  Clinic  before 
the  advent  of  sulfathiazole,  the  average 
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duration  of  observation  and  so-called 
treatment  for  women  with  gonococcal  in- 
fections was  14.3  months  before  they  were 
considered  cured.  Twenty  percent  of  such 
patients  became  delinquent.  During  the 
past  year  this  figure  has  been  reduced  to 
10  percent.  A group  of  12  such  patients 
on  admission  to  the  clinic  gave  positive 
laboratory  evidence  of  gonococcal  infec- 
tion. They  were  kept  under  observation 
for  periods  ranging  from  7 to  67  months. 
After  the  first  few  months,  positive 
spreads  could  rarely  be  found.  Cultures 
and  spreads  finally  became  entirely  nega- 
tive, but  the  clinical  appearance  of  the 
cervices  suggested  latent  infection.  When 
treated  with  sulfathiazole  the  appearance 
of  the  cervix  in  every  case  rapidly  im- 
proved or  became  normal.  This  again 
seems  to  show  that  infection  often  per- 
sists in  spite  of  laboratory  evidence  to 
the  contrary. 

In  the  New  Haven  Hospital  Gynecologi- 
cal Dispensary,  an  excellently  run  clinic 
with  ample  laboratory  facilities  near  at 
hand,  only  four  cases  of  gonococcal  in- 
fection were  found  among  a consecutive 
series  of  2,500  gynecologic  patients  exam- 
ined. Evidently  many  must  have  been 
overlooked. 

Until  now  good  practice,  as  previously 
mentioned,  has  demanded  laboratory  iden- 
tification of  the  presence  of  the  gonococ- 
cus before  a diagnosis  is  made  or  reported. 
The  facts  just  outlined  convince  me,  and 
I hope  the  reader  also,  that  we  have  been 
misled  by  our  dependence  on  laboratory 
reports.  Obviously  the  greater  number 
of  chronic  gonococcal  infections  in  women 
will  remain  unrecognized  unless  we  radi- 
cally alter  our  attitude.  Obviously,  also, 
the  diagnosis  must  often  be  made  with 
only  the  support  of  a carefully  taken  his- 
tory and  a painstaking  pelvic  examination 
backed  by  sound  clinical  judgment.  Or- 
dinarily the  physician  has  refused  to  make 
a diagnosis  of  gonococcal  infection  with- 
out positive  laboratory  support  lest  he 
embroil  himself  in  legal  or  other  difficul- 
ties. He  must,  in  the  future,  be  encour- 
aged to  use  careful  clinical  judgment  and 
stand  by  it.  Certainly  in  the  past,  before 
blood  cultures  and  Widal  reactions  were 
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available,  no  physician  hesitated  to  recog 
nize  and  label  cases  of  typhoid  fever,  evei 
though  many  errors  resulted.  It  is  i: 
portant  that  our  city  courts  recognize  i 
clinical  diagnosis  as  sufficient  to  commi  “ 
women  for  treatment.  Demanding  labo  5® 
ratory  evidence  or  reliance  on  spread 
alone  is  a mistaken  policy.  I by  no  mean: 
suggest  that  we  should  omit  every  pos 
sible  effort  to  secure  positive  laborator; 
evidence  in  cases  of  gonococcal  infection 
in  women,  nor  do  I suggest  that  we  returi 
to  the  day  when  leukorrhea  was  consid 
ered  sufficient  evidence  of  such  an  infec 
tion.  I do  suggest  that  we  recognize  th 
fact  that  laboratory  help  is  not  availabl 
in  the  majority  of  cases  of  chronic  gon 
ococcal  endocervicitis.  I also  suggest  tha 
spreads,  as  now  generally  used,  are  oftei 
misleading  after  the  acute  phase  of  ai 
infection  is  passed,  and  that  in  chroni' 
cases  of  infection  of  girls  or  women  thi 
laboratory  procedure  is  rarely  helpful  an< 
often  misguides  us.  At  best,  and  onl; 
when  spreads  have  been  examined  by  ex 
perts,  positive  or  negative  reports  may  b 
considered  as  supportive  evidence  in  ar 
riving  at  a diagnosis.  Positive  spreads 
even  under  such  circumstances,  shout 
not  be  regarded  as  conclusive  evidence  o 
infection.  Negative  reports  are,  of  course 
valueless.  The  usual  procedure  in  quali 
tied  laboratories  is  to  render  a report  stat 
ing  that  gram-negative  intracellular  o 
extracellular  diplococci  morphological] 
resembling  gonococci  were,  or  were  no: 
found.  Only  too  often  this  sort  of  repor 
is  interpreted  as  meaning  “has  (or  ha 
not)  a gonococcal  infection.” 

Rarely  in  cases  of  specific  chronic  ends 
cervicitis  after  a series  of  negative  fine 
ings  one  may  suddenly  encounter  a sprea 
which  shows  large  numbers  of  gonococc 
which  stain  and  are  grouped  as  in  a 
acute  case.  Here  we  are  either  dealin 
with  a reinfection  or  possibly  a sealed  o 
focus  may  have  discharged  its  content; 
This  is,  however,  an  uncommon  occui 
rence.  Suspicious  spreads  may  point  th 
way  to  repeating  cultures  which  hav 
been  negative.  Ordinarily  neither  negi 
tive  nor  positive  spreads  are  reliable  ev: 
dence  of  infection  or  its  absence  in  chroni 
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cases.  When  clinical  judgment  suggests 
the  likelihood  of  a gonococcal  infection, 
women  and  girls  should  be  treated  with 
sulfathiazole.  If  the  responsible  physi- 
cian is  unable  to  make  even  a clinical  di- 
agnosis with  reasonable  certainty,  sulfa- 
thiazole treatment  can  be  given  without 
mentioning  the  possibility  of  gonorrhea  to 
either  the  patient  or  the  health  authori- 
ties. The  many  pitfalls,  difficulties,  and 
errors  in  making  clinical  diagnoses  with- 
out positive  laboratory  findings  to  support 
us,  will  be  admitted  by  everyone  familiar 
with  this  field  of  work.  I do  not  mean 
here  to  minimize  them. 

In  New  Haven  we  have  had 3 adequate 
supplies  of  sulfathiazole  since  June  1940. 
Rapid  cures  have  reduced  the  daily  at- 
tendance of  our  city  clinic  by  50  percent. 
In  both  men  and  women  we  have  used 
the  dosage  established  by  others — 2 gm. 
per  day  in  four  doses,  given  for  12  days. 
In  about  100  cases  so  treated  no  case  of 
severe  drug  intoxication  has  developed. 
We  believe  that  our  rate  of  cure  is  about 
,85  percent  or  better.  Reinfections,  some- 
times frankly  admitted  by  patients,  make 
an  accurate  calculation  difficult.  Patients 
I with  gonococcal  infections  who  are  preg- 
inant  respond  well  to  treatment  with  sulf- 
jathiazole.  Under  such  conditions  sulf- 
jathiazole  therapy  is  not  harmful  to 
either  mother  or  child,  and  is  urgently 
Indicated.  In  his  clinic  at  Fall  River, 
E.  L.  Merritt,  probably  influenced  by 
Hawthorne’s  “Scarlet  Letter”,  makes  it  a 
practice  to  paint  the  genitalia  and  their 
Surroundings  of  uncured  patients  with 
mercurochrome.  His  object  in  so  doing 
Is,  of  course,  to  present  a warning  sign 
to  future  candidates  for  infection.  We 
{Plan  to  follow  his  example. 

Physicians  are  rapidly  becoming  aware 
]0f  the  brilliant  results  obtainable  with 
l»ulfathiazole  therapy  in  the  treatment  of 
!?onoeoccal  infections.  We  believe  that 
success  in  eliminating  such  infections  de- 
fends at  present  on  our  willingness  to 
recognize  the  limitations  of  laboratory 
procedures  and  particularly  the  fallacy  of 
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relying  on  spread  reports  in  chronic  fe- 
male infections.  The  need  of  a reliable 
diagnostic  procedure,  such  as  a comple- 
ment reaction  or  skin  test,  is  obvious. 
At  present  none  such  exists.  Diagnosis  in 
the  majority  of  our  cases  among  the  fe- 
male population  must  depend  largely  on 
the  willingness  of  the  physician  to  use 
sound  clinical  judgment  and  to  act  upon  it. 


DIAGNOSIS 


The  confusing  multiplicity  of  serologic 
tests  for  syphilis.  Standardization  of 
the  serologic  report  as  a possible  so- 
lution. Joseph  Earle  Moore  and  Harry 
Eagle.  J.  A.  M.  A.,  Chicago,  117: 
243-247,  July  26,  1941. 

The  ever  increasing  number  of  tests 
available  for  the  serum  diagnosis  of  syph- 
ilis and  the  necessity  for  interpreting  con- 
flicts between  them,  place  a burden  of 
evaluation  on  Lhe  physician.  This  he  is 
often  not  qualified  to  assume  since  he 
may  lack  the  necessary  technical  knowl- 
edge. 

Although  the  standardization  of  sero- 
logic technic  is  not  yet  feasible,  it  is  pos- 
sible to  standardize  the  method  of  report- 
ing serologic  results  by  the  laboratory. 
In  the  interests  of  simplicity,  clarity,  and 
the  best  possible  utilization  of  the  labora- 
tory data  the  authors  make  the  following 
suggestions  to  the  U.  S.  Public  Plealth 
Service,  to  the  American  Society  of  Clini- 
cal Pathologists,  and  to  author  serologists 
for  their  serious  consideration : They  rec- 
ommend that  the  proper  names  now  used 
in  reporting  serologic  tests  be  replaced  by 
the  generic  term  “Serologic  Tests  for 
Syphilis”  (abbreviated  “STS”),  of  which 
in  routine  practice  there  are  the  three 
categories  of  screen  flocculation,  standard 
flocculation,  and  complement  fixation. 
They  also  recommend  that  the  results  of 
the  laboratory  findings,  whether  floccula- 
tion or  complement  fixation  tests,  single 
or  multiple  tests,  be  reported  on  an  over- 
all composite  basis,  as  “Serologic  Tests 

359 


for  Syphilis — Positive,  Doubtful,  or 

Negative.” 

The  authors  say  that  the  onus  of  unify- 
ing conflicting  laboratory  findings  is  thus 
placed  on  the  individual  best  qualified, 
the  laboratory  director.  No  information 
of  diagnostic  significance  is  withheld 
from  the  physician,  for  the  reverse  of  the 
report  sheet  will  carry  a statement  as  to 
the  results  obtained  with  the  individual 
tests  on  which  the  over-all  report  is 
based. 

The  Argyll-Robertson  pupil.  Ernest  A. 

Spiegel.  Urol.  & Cutan.  Rev.,  St. 

Louis,  45:  428^32,  July  1941. 

The  changes  of  the  pupil  described  by 
Argyll  Robertson  in  1869  represent  one 
of  the  most  important  clinical  signs  of 
a syphilitic  infection  of  the  central  nerv- 
ous system.  It  is  necessary,  however,  to 
differentiate  this  syndrome  from  similar 
ones  that  have  a rather  different  signifi- 
cance. The  fully  developed  picture  is 
particularly  typical  of  tabes  dorsalis  or 
of  general  paresis  combined  with  tabetic 
changes,  while  so-called  cerebral  syphilis 
usually  produces  absolute  immobility  of 
the  pupil. 

In  considering  differential  diagnosis, 
the  knowledge  that  the  pupil  contraction 
associated  with  convergence  is  normally 
somewhat  more  pronounced  than  the  con- 
traction on  illumination  should  prevent 
a hasty  diagnosis.  In  Adie’s  syndrome, 
there  is  a combination  of  tonic  converg- 
ence reaction,  apparent  absence  of  direct 
and  consensual  light  reaction,  and  ab- 
sence of  tendon  reflexes.  While  the  Argyll 
Robertson  pupil  is  unilateral  only  ex- 
ceptionally and  is  usually  miotic,  Adie’s 
tonic  pupil  is  frequently  unilateral  and 
is  usually  dilated.  The  convergence  re- 
action in  Adie’s  syndrome  is  tonic,  and 
in  Argyll  Robertson  is  normal  or  hyper- 
active. The  reaction  to  mydriatics,  while 
poor  in  the  Argyll  Robertson  pupil,  is 
normal  in  Adie’s. 

The  Argyll  Robertson  pupil  may  be 
simulated  by  an  incomplete  absolute  im- 
mobility of  the  pupil.  If  cases  of  incom- 
plete absolute  immobility  of  the  pupil 
are  excluded,  only  on  rare  occasions  is 
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the  Argyll  Robertson  pupil  found  in  nor 
syphilitic  diseases.  Cases  resembling  th 
Argyll  Robertson  pupil  are  not  infr«|j| 
quently  found  in  epidemic  encephaliti 
affecting  the  vicinity  of  the  aqueduct  c 
Sylvius.  Occasionally  in  chronic  alc<| 
holism,  in  diabetes,  in  lesions  in  the  vicirj  |p  , 
ity  of  the  aqueduct  due  to  trauma,  turnoi 
malaria,  and  multiple  sclerosis  the  pup: 
may  present  a similar  picture.  The  patt 
ogenesis  of  the  Argyll  Robertson  pupil 
discussed  in  detail  on  the  basis  of  clinicc 
pathologic  and  experimental  observations 


Relationship  of  race  to  the  incidence  o 
diphtheria  and  of  positive  Schick,  tu 
berculin  and  Wassermann  tests  i 
hospitalized  children,  David  W.  Mai 
tin  and  Jay  M.  Arena.  North  Care 
lina  M.  J.,  Winston-Salem,  2:  348,  Jul; 
1941. 
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The  statement  often  has  been  mad 
that  diphtheria  is  less  frequently  seei 
in  Negro  than  in  white  children  and  tha 
the  reverse  is  true  of  tuberculosis  am 
syphilis.  In  an  attempt  to  answer  thi 
question,  the  incidence  of  diphtheria  am 
the  percentages  of  positive  Schick,  tuber 
culin,  and  Wassermann  tests  of  the  whit' 
and  Negro  children  admitted  to  Duk' 
Hospital  from  1932  to  1939  were  tabu 
lated.  Since  these  children  were  hospita 
patients,  the  figures  may  not  be  an  ac 
curate  index,  yet  they  are  similar  to  tin 
death  rates  in  children  from  these  dis 
eases  throughout  the  State. 

The  incidence  of  clinical  diphtheria  ii 
the  Negro  children  in  this  series  is  6! 
percent  of  that  in  the  white  children 
and  the  susceptibility  is  75  percent  o: 
that  of  the  white  children.  The  incident 
of  tuberculous  infections  in  the  whit< 
children  was  37  percent  of  that  in  th( 
Negro  children.  The  incidence  of  syphilis 
in  the  white  children  was  13  percent  ol 
that  in  the  Negro  children,  and  the  mor 
tality  in  white  children  in  the  State  is 
11  percent  of  that  in  Negro  children.  Th( 
lower  syphilis  figures  in  the  white  chil 
dren  probably  are  due  to  a lower  rate  oi 
exposure  to  syphilis,  although  a lower 
susceptibility  also  may  be  the  cause. 
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The  tabulation  shows  that,  of  1,196 
white  children,  12  (1  percent)  had  posi- 
tive Wassermann  tests,  and  of  the  496 
Negro  children  there  were  39  (7.8  per- 
cent). In  the  mortality  statistics  for 
North  Carolina  for  193S  (from  birth  to 
14  years)  there  were  27  deaths  from 
syphilis,  or  1 per  100,000  population 
among  the  white  children  from  1 to  14 
years  of  age,  and  92  deaths  among  the 
Negro  children,  or  9.2  per  100,000  popu- 
lation. 

Blood  transfusion  syphilis.  Report  of 
a case.  Joseph  C.  Bulfamonte.  Arch. 
Dermat.  & Syph.,  Chicago,  44:  23-25, 
July  1941. 

The  patient,  an  unmarried  woman  25 
years  of  age  who  had  typhoid  fever,  was 
given  a transfusion  of  400  cc.  of  blood 
which  had  been  obtained  from  her  brother. 
She  was  discharged  from  the  hospital 
after  42  days.  Sis  weeks  later  a gener- 
alized maculopapular  rash  developed. 
The  Wassermann  reaction  of  her  blood  at 
this  time  was  strongly  positive,  but  at  the 
time  of  her  transfusion  her  Kahn  reac- 
tion had  been  negative.  She  was  being 
treated  for  syphilis  at  the  time  of  this 
report.  Upon  questioning,  her  brother, 
said  he  had  had  a little  sore  on  his  penis 
which  had  appeared  1 week  after  inter- 
course. It  had  persisted  for  1 month  but 
! had  disappeared  at  the  time  of  his  giving 
the  blood.  His  Kahn  reaction  had  been 
negative  just  prior  to  the  transfusion. 
Three  to  7 days  after  the  transfusion  a 
rash  developed  on  his  body,  and  a positive 
Wassermann  reaction  was  found.  Two 
months  later,  even  after  treatment,  the 
reaction  was  still  strongly  positive. 

This  man  was  probably  in  the  seroneg- 
ative primary  stage  of  syphilis  at  the  time 
his  blood  was  first  typed.  It  seems,  there- 
' fore,  that  the  results  of  laboratory  tests 
do  not  constitute  the  only  important  fac- 
tor in  determining  the  compatibility  of 
donors.  Of  paramount  importance  are  the 
history  and  physical  examination,  and  it 
is  only  by  spending  a few  extra  minutes 
along  these  lines  that  serious  catastrophes 
I can  be  averted. 
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Roentgenographic  diagnosis  of  vertebral 

syphilis.  Max  Sgalitzer.  Radiology, 

Syracuse,  37:  75-78,  July  1941. 

Three  cases  of  syphilis  of  the  spinal 
column  are  reported  by  the  author  from 
the  clinic  at  the  University  of  Istanbul. 
Case  1 was  that  of  a man  who  had  had 
gradually  increasing  pain  in  the  nape  of 
the  neck  for  22  years.  Drugs  had  af- 
forded little  relief  from  the  pain  and  he 
had  gone  from  doctor  to  doctor.  The 
roentgenograms  at  the  time  of  his  admis- 
sion to  the  clinic  revealed,  in  addition  to 
severe  osteosclerosis  and  hyperostosis  of 
the  entire  spine,  extensive  destruction  of 
the  bodies  of  the  3d,  4th,  and  5th  cervical 
vertebrae.  There  had  been  no  collapse 
and  no  wedge  formation  of  the  vertebral 
bodies.  The  intervertebral  disks  were 
normal.  A strongly  positive  Wassermann 
reaction  was  found.  Antisyphilitic  treat- 
ment was  instituted  (bismuth,  arsenicals, 
iodides)  and  after  more  than  20  years  of 
suffering  the  patient  was  relieved  of  his 
symptoms  within  a few  weeks.  There 
was  no  recurrence  of  pain  after  1%  years. 

Case  2.  A man,  36  years  of  age,  had 
syphilis  of  the  skull  with  widespread 
areas  of  bone  destruction  producing 
marked  deformity.  The  neck  was  im- 
movable and  the  nape  strongly  promi- 
nent. His  Wassermann  reaction  was 
strongly  positive.  Beside  the  excessive 
syphilitic  destruction  of  the  cranium, 
there  were  syphilitic  lesions  in  both 
humeri  and  the  left  ilium.  X-ray  exami- 
nation of  the  cervical  column  revealed 
that  the  arch  of  the  atlas  was  completely 
absent,  only  a narrow  fragment  of  the 
body  of  the  2d  cervical  vertebra  remained, 
and  the  ventral  parts  of  the  3d,  4th  and 
5th  cervical  vertebrae  were  absent.  There 
had  been  no  collapse  and  no  wedge  for- 
mation because  all  had  undergone  osteo- 
sclerotic transformation.  Energetic  an- 
tisyphilitic treatment  gave  excellent 
results. 

Case  3.  For  5 months  this  patient,  a 
37-year-old  man,  had  suffered  violent 
pains  in  the  right  shoulder  radiating  to 
the  right  arm.  Roentgenogram  examina- 
tion of  the  cervical  column  showed  de- 
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structive  changes  in  the  body  of  the  6th 
vertebra,  and  there  was  beginning  sclero- 
sis in  the  5th  and  7th  cervical  vertebrae. 
Both  intervertebral  disks  of  the  6th  cervi- 
cal vertebra  were  normal.  The  patient 
denied  previous  syphilitic  infection,  but 
his  Wassermann  test  was  strongly  posi- 
tive. A typical  osteitis  syphilitica  was 
found  in  the  diaphysis  of  the  right  hu- 
merus. Antisyphilitic  therapy  relieved 
the  symptoms  after  3 weeks. 

In  the  differentiation  of  vertebral  syph- 
ilis from  vertebral  tuberculosis  it  is  seen 
that  the  tuberculous  vertebra  shows  de- 
calcified areas  at  an  early  stage ; the  body 
of  the  vertebra  will  often  collapse  under 
the  weight  of  the  body  early  in  the  course 
of  the  tuberculosis,  and  wedge  formation 
will  occur.  Vertebral  tuberculosis  is 
close  to  the  intervertebral  disk  while  ver- 
tebral syphilis  is  chiefly  in  the  ventral 
part  of  the  vertebral  body.  Vertebral 
syphilis  usually  extends  over  a greater 
part  of  the  vertebrae  than  tuberculosis. 
The  differential  diagnosis  between  verte- 
bral syphilis  and  osteomyelitis  is  not  dif- 
ficult. Lymphogranulomatosis  is  distin- 
guished by  the  decalcification  of  the  ver- 
tebral bodies.  Osteoplastic  tumor  metas- 
tases  usually  spread  over  more  extended 
sections  of  the  vertebral  column  than 
syphilis  or  may  involve  the  entire  spine. 

The  three  cases  discussed  belong  to  the 
group  spondylilis  syphilitica  destructiva, 
which  chiefly  involves  the  cervical  spine. 
While  this  disease  is  not  of  frequent  oc- 
currence it  may  be  more  common  than  is 
generally  believed,  often  being  undiag- 
nosed because  its  symptoms  are  not  suffi- 
ciently known. 

Prevalence  of  syphilis  of  the  bones  and 
joints.  Report  of  a statistical  study 
at  the  Hospital  for  Joint  Diseases, 
with  a review  of  the  literature. 

Joseph  Buchman  and  Herman  S.  Lie- 
berman.  Arch.  Dermat.  & Syph.,  Chi- 
cago, 44:  1-12,  July  1941. 

A statistical  study  was  made,  covering 
a 10-year  period  ending  December  31, 
1938,  of  all  known  syphilitic  persons  ad- 
mitted to  the  in-patient  department  of 
the  Hospital  for  Joint  Diseases  and  all 


patients  with  syphilis  registered  in  the 
syphilis  clinic.  In  this  total  of  89.00C 
orthopedic  patients,  119  persons  were 
found  who  had  lesions  of  the  bones  and 
joints  due  to  congenital  and  acquired 
syphilis. 

In  25  of  the  119  cases  syphilis  was  con- 
genital and  in  94  it  was  acquired.  In  the 
congenital  group,  there  were  7 white  and 
9 Negro  males  and  2 white  and  7 Negrc 
females.  The  Wassermann  reaction  oJ 
the  blood  was  positive  in  22,  and  the 
only  spinal  fluid  examined  in  this  grouj 
showed  a positive  reaction  although  the 
reaction  of  the  blood  was  negative.  There 
was  a positive  reaction  of  the  blood  ir 
the  mother  or  the  father  or  both  for  It 
of  these  patients,  in  1 only  the  mother’s 
blood  was  examined  and  was  found  te 
be  negative ; in  the  remaining  8 cases  the 
parental  blood  was  not  examined. 

In  the  group  of  94  cases  with  acquiree 
skeletal  syphilitic  lesions,  46  had  Charco 
joints,  19  periostitis,  and  13  synovitis 
There  were  31  white  and  24  Negro  males 
and  18  white  and  21  Negro  females.  The 
Wassermann  reaction1  of  the  blood  was 
positive  for  57  patients,  negative  for  27 
and  not  reported  for  10.  The  Wasser 
mann  reaction  of  the  spinal  fluid  was 
positive  for  9 patients,  negative  for  10 
and  not  reported  for  the  remainder.  O. 
these  94  patients,  38  gave  a history  o: 
syphilis,  6 stated  they  had  not  hac 
syphilis,  and  for  50  the  history  was  no 
recorded. 

A study  of  the  literature  on  congenita 
syphilis  indicates  that  (a)  the  frequency 
of  congenital  syphilis  in  newborn  chil 
dren  is  diminishing,  (6)  that  lesions  o; 
the  bones  occur  in  a high  proportion  o 
syphilitic  infants  but  tend  to  clear  uj 
rapidly  after  the  child  is  3 months  o 
age,  and  (c)  that  the  lesions  are  ame 
nable  to  antisyphilitic  therapy  and  rarel, 
present  orthopedic  problems.  The  litera 
ture  on  acquired  syphilis  indicates  tha 
the  high  rates  of  incidence  given  fo 
syphilis  can  refer  only  to  small,  selecte( 
groups,  and  that  the  high  incidence  o 
lesions  of  the  bones  and  joints  due  b 
acquired  syphilis  refers  to  the  older  ag< 
groups,  in  which  Charcot  joints  are  pre 
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( dominant  lesions.  The  authors,  there- 
j fore,  conclude  that  the  dearth  of  cases,  as 
, shown  in  this  study,  is  due  to  the  rela- 
j tively  low  frequency  of  syphilitic  lesions 
j of  the  bones  and  joints  of  orthopedic  im- 
portance in  persons  with  congenital  and 
acquired  syphilis. 

Transient  global  aphasia  and  hallucina- 
tory episode  in  neurosyphilis.  Daniel 

Stats.  J.  Mount  Sinai  Hosp.,  New 

York,  8:  101-106,  July-Aug.  1941. 

The  author  reports  the  case  of  a 43- 
year-old  Latvian-born  man  with  neuro- 
syphilis. Nineteen  years  before  admis- 
sion to  the  hospital  he  had  a severe 
concussion  of  the  brain  in  an  airplane 
accident  following  which  he  was  amau- 
rotic for  a short  period  of  time  and  had 
frontal  headaches.  He  became  normal 
within  a year  and  remained  so  until 
about  3 years  before  admission  to  the 
ihospital.  During  the  3 years  before  ad- 
mission he  had  frequent,  increasingly  se- 
vere, left  supraorbital  headaches  which 
were  relieved  by  rest.  For  7 months 
before  admission  he  had  dyspnea  on  exer- 
tion and  constrictive  precordial  pain 
radiating  to  the  left  arm,  both  relieved 
by  rest.  For  the  last  3 weeks  of  this 
period,  he  had  left  sacro-iliac  pain  radiat- 
ing to  the  left  shoulder. 

Sixteen  days  before  admission,  he  was 
awakened  from  a sound  sleep  by  “elec- 
tricity-like” pain  in  the  left  sacro-iliac 
region.  This  pain  radiated  up  the  torso 
to  his  head  and  disappeared  in  about  2 
minutes.  He  could  not  move  the  entire 
right  side  of  his  body ; he  was  unable  to 
: speak,  and  he  had  a right  hemiliypes- 
thesia.  The  hemiplegia  was  of  short  du- 
ration. Three  days  later,  he  was  able 
to  use  his  right  hand  well.  He  knew  what 
he  wanted  to  write,  but  he  could  not  put 
the  symbols  on  paper.  He  had  continu- 
ous loud  buzzing  in  his  right  ear  for  a 
few  days,  but  this  gradually  diminished 
in  intensity  and  sounded  like  the  ticking 
of  a timepiece. 

Twelve  days  before  admission  he  no- 
ticed an  inability  to  comprehend  language 
symbols.  About  4 days  later,  he  had 
auditory  hallucinations  in  his  right  ear, 


limited  to  the  languages  of  his  youth — - 
Latvian,  Russian,  and  German.  The 
voices  were  friendly  and  were  those  of 
his  wife,  aunt,  or  friends. 

The  next  day  he  listened  to  radio  music 
for  the  first  time  in  about  10  days.  He 
noticed  a marked  difference  in  tonal  quali- 
ties. He  was  able  to  appreciate  more 
fully  the  tonal  variations  and  construc- 
tion of  a musical  composition.  He  could 
discern  more  succinctly  the  function  of 
each  instrument  in  a major  musical  com- 
position. Despite  these  changes  with  re- 
gard to  the  comprehension  of  music,  he 
was  unable  at  the  same  time  to  under- 
stand the  meaning  of  spoken  words. 

At  the  time  of  admission  to  the  hospital 
he  still  had  some  difficulty  in  carrying 
on  a conversation.  He  occasionally  used 
a wrong  word  and  did  not  recognize  the 
error.  He  was  unable  to  understand  some 
of  the  spoken  questions.  He  made  few 
mistakes  when  writing  spontaneously,  to 
dictation,  or  in  copying. 

The  blood  and  spinal  fluid  Wassermann 
tests  were  4 plus.  The  spinal  fluid  was 
under  normal  pressure.  It  was  faintly 
xanthochromic.  The  Pandy  reaction  for 
globulin  was  3 plus.  There  was  a pleocy- 
tosis— 88  cells  per  cubic  millimeter,  of 
which  3 were  polymorphonuclear  and  20 
were  mononuclear  cells.  The  Lange  col- 
loidal gold  reaction  was  2222111000. 
There  was  57  mg.  percent  total  protein 
and  715  mg.  percent  chloride  as  sodium 
chloride.  Roentgenograms  showed  a nor- 
mal skull,  a moderately  dilated  and 
hypertrophied  heart,  and  a tortuous  aorta. 

When  the  patient  was  discharged  from 
the  hospital,  19  days  after  admission,  all 
objective  evidence  of  definite  neurologic 
disease  had  disappeared,  with  the  excep- 
tion of  the  absence  of  ankle  jerks  and  the 
presence  of  irregular  pupils  (the  light 
was  larger  than  the  left).  The  patient 
was  seen  3 months  after  discharge,  at 
which  time  his  aphasic  and  other  difficul- 
ties were  gone.  He  was  receiving  anti- 
syphilitic treatment. 

The  author  was  unable  to  determine 
the  exact  form  of  neurosyphilis  in  this 
case.  The  patient  had  a disturbance  of 
cerebral  function  in  the  region  of  the 
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quadrilateral  area  of  Marie.  Meningo- 
vascular syphilis  with  involvement  of  the 
branches  of  the  left  middle  cerebral  ar- 
tery was  probably  present.  Additional 
observations  are  being  made  of  the  pa- 
tient, and  changes  in  his  status  are  being 
recorded  in  an  attempt  to  discover  addi- 
tional data  which  will  permit  an  exten- 
sion of  the  diagnosis. 

On  the  evaluation  of  the  clavicular 
symptom  and  the  fifth  finger  sign  in 
congenital  syphilis.  F.  A.  Oldach. 
Deutsche  med.  Wchnschr.,  Leipzig,  67: 
487-489,  May  2,  1941. 

The  author  examined  92  patients  with 
a definite  diagnosis  of  congenital  syphilis 
(all  of  them  seropositive  and  some  of 
them  with  other  manifestations)  for  the 
Higoumenakis  sign  of  thickened  sterno- 
clavicular junction  and  the  du  Bois  sign 
of  dystrophy  of  the  middle  phalanx  of  the 
fifth  finger.  The  Higoumenakis  sign  was 
found  in  5 of  these  patients  and  the  du 
Bois  sign  in  3 of  them.  However,  a posi- 
tive du  Bois  sign  was  also  found  in  8 
out  of  123  control  persons  who  were  ex- 
amined and  who  had  no  history  or  findings 
of  congenital  syphilis.  The  author  con- 
cludes on  the  basis  of  his  own  observa- 
tions that  the  Higoumenakis  sign  is  a 
specific  sign  of  congenital  syphilis  but 
that  this  cannot  be  said  of  the  du  Bois 
sign. 

On  congenital  syphilis  of  the  second  and 
third  generation.  Dr.  Janson.  Med. 
Welt.,  Berlin,  15:  483^84,  May  10, 
1941. 

The  author  reports  2 cases  of  congenital 
syphilis  occurring  in  the  third  genera- 
tion. The  first  is  the  case  of  a 14-year- 
old  boy  who  was  seen  by  the  author  after 
he  had  been  treated  for  3 months  for 
adenoids  and  “nervous  exhaustion.” 
Congenital  syphilis  was  discovered,  and 
all  symptoms  disappeared  on  antisyphili- 
tic treatment.  The  serologic  reactions  be- 
came permanently  negative  after  2 
courses  of  treatment.  The  patient’s  22- 
year-old  married  sister  was  also  found 
to  have  positive  serologic  reactions,  as 
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well  as  the  only  child  of  this  sister, 
3-year-old  girl.  Neither  the  sister  nor  h • 
child  had  manifestations  of  syphilis.  T 
sister’s  husband  had  no  signs  of  syphil  j 
and  his  serologic  reactions  were  i 
peatedly  negative.  The  parents  of  the; 
congenitally  syphilitic  siblings  were  ne 
examined.  The  father  was  found  to 
nonsyphilitic,  but  the  mother  had  positi 
serologic  reactions ; her  sister  also  hi 
positive  serologic  reactions.  The  mot: 
er’s  father  was  found  to  have  tabes  dc 
salis  with  positive  spinal  fluid  finding 
His  wife  had  a perforation  of  the  pala 
and  positive  serologic  reactions.  She  l 
fused  to  have  a spinal  fluid  examinatic 
The  second  case  is  that  of  a 52-year-o 
widow  with  gumma  of  the  sternum  ass 
dated  with  positive  serologic  reactioi 
She  stated  that  her  husband,  who  hi 
been  killed  in  1915  in  the  war,  had  alwa 
been  in  good  health.  Her  almost  80-yea 
old  mother  had  positive  serologic  rea 
tions  for  syphilis  as  well  as  syphilit 
aortitis.  The  father  of  the  patient  hi 
died  at  40  years  of  age  of  heart  diseas 
The  patient’s  30-year-old  daughter  hi 
definitely  positive  serologic  reactio: 
whereas  a 26-year-old  daughter  h< 
doubtful  positive  reactions.  The  husban 
of  these  daughters  had  negative  serolog 
reactions.  Of  the  3 children  of  the  olde; 
daughter,  the  2 oldest  had  positive  sei 
logic  reactions,  and  of  the  2 children 
the  youngest  daughter  the  oldest  chil 
aged  3 years,  had  positive  serolog 
reactions. 

Diagnostic  methods  in  chronic  ulcer 
tive  colitis.  A critical  analysis  of  pr 
cedures  used  in  the  differential  dia 
nosis  of  the  diarrheas  and  dysenteric 
Moses  Paulson.  Am.  J.  Clin.  Patl 
New  York,  11:  588-604,  July  1941. 

Since  indeterminate  or  chronic  ulcer 
tive  colitis  is  a diagnosis  reached  aft 
eliminating  all  of  the  recognized  agen 
capable  of  producing  a colitis,  the  dia 
nostic  procedures  involved  are  those  er 
ployed  in  the  diagnosis  of  all  bowel  di 
orders.  These  procedures  are  critical 
analyzed  by  the  author.  Details  of  tec 
nic  are  not  given  but  references  to  sourc 
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are  made.  Definitions  are  given  to  clarify 
the  ambiguity  of  existing  terminology. 

According  to  the  author,  there  is  much 
striking  experimental  and  clinical  evi- 
dence that  venereal  lymphogranuloma, 
when  associated  with  a colitis,  is  of  patho- 
genic significance.  The  clinical  picture 
■of  colitis  associated  with  the  virus  of 
this  -disease  is  sometimes  indistinguish- 
able from  that  of  nonspecific  ulcerative 
'colitis.  The  following  methods  should  be 
lused  in  the  differential  diagnosis: 

I 1.  The  Frei  test  should  be  performed 
!in  all  cases  of  obscure  intestinal  disor- 
ders. This  test  alone,  however,  is  inade- 
quate. A positive  reaction  establishes  the 
[fact  that  the  reacting  subject  is  or  has 
been  infected  at  some  time  during  his  life 
ijsvith  this  virus.  It  suggests  the  possi- 
bility of  viral  association  with  the  colitis, 
but  does  not  of  itself  prove  that  the  virus 
if)f  this  disease  is  the  cause  of  the  colitis. 
'A  positive  Frei  test  does  not  establish 
t he  presence  of  the  virus  in  the  intestine. 
31  2.  Bowel  antigen  offers  a specific  and 
4nore  direct  method  of  determining  the 
presence  of  virus  in  intestinal  tissue  or 
njlischarge.  This  antigen  is  prepared  from 
grossly  fecal-free  blood,  mucus,  and  pus, 
Mir  from  involved  tissue.  The  technic  of 
fntradermal  inoculation  and  interpreta- 
tions is  identical  with  that  of  the  Frei 
iitest,  which  should  be  done  simultaneously 
(■or  comparative  purposes.  Both  the 
iliowel  antigen  test  and  the  Frei  test  should 
Jgi;‘e  done  in  all  cases  of  indeterminate  dys- 
nteries.  When  there  is  a positive  Frei 
eaction,  the  bowel  antigen  is  a practical 
lethod  of  determining  the  connection  be- 
ween  such  a reaction  and  the  etiology 
f the  intestinal  lesion.  Even  when  the 
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'rei  reaction  is  negative,  the  virus  may 
e present  in  the  intestinal  involvement, 
'hese  are  cases  of  anergy.  By  the  use 
erif  bowel  antigen  these  cases  may  be  dis- 
[ft|rvered  more  readily.  A negative  bowel 
ntigen  does  not  determine  the  absence 
;lia|f  virus  as  conclusively  as  a positive 
eiintigen  indicates  its  presence, 
jil  3.  The  neutralization  test.  Serum  is 
apixed  with  the  supernatant  fluid  of  a 
■ntrifuged  emulsion  of  mouse  brain  in- 
icted  with  the  virus  of  venereal  lympho- 
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granuloma.  If  the  serum  renders  such  a 
mixture  uninfective  when  that  mixture 
is  inoculated  intracerebrally  into  labora- 
tory animals,  then  the  serum  possesses 
antibodies  neutralizing  the  virus.  The 
human  source  of  such  serum  has,  or  has 
had  the  disease.  This  diagnostic  method 
possesses  the  same  limitations  as  the  Frei 
test.  Neutralization  properties  in  serum 
will  not  be  encountered  among  those  hav- 
ing had  the  disease  but  who  had  failed  to 
develop  specific  immune  bodies  (anergy). 

4.  Microscopic  examination.  This  may 
be  done  when  material  is  secured  by  ex- 
cision at  operation  or  at  autopsy,  or  by 
biopsy  from  condylomata  of  the  anogeni- 
tal syndrome  or  from  rectal  stricture. 
The  histopathology  may  be  sufficiently 
characteristic  to  be  diagnostic,  or  it  may 
be  that  of  nonspecific  inflammation.  In 
the  former  case,  bowel  antigen  may  be 
confirmatory.  In  the  latter,  it  may  prove 
to  be  diagnostic.  In  either  case,  the  in- 
volved tissue  may  be  prepared  for  animal 
inoculation. 

5.  Animal  studies.  The  presence  of  the 
virus  of  venereal  lymphogranuloma  in 
suspected  tissue  or  discharge  is  indicated 
after  intracerebral  inoculation  in  mice  or 
monkeys  by  the  following:  The  prepara- 
tion of  an  antigen  from  the  subsequently 
involved  brain  tissue  which  will  result  in 
a positive  reaction  when  injected  intra- 
dermally  in  those  who  have  had  the  dis- 
ease and  who  give  a positive  Frei  reac- 
tion, rather  than  by  the  resulting  menin- 
goencephalitis of  the  laboratory  animal 
which  may  not  be  specific. 

Progress  of  medical  science.  Surgery. 

Diseases  of  colon  and  rectum.  Robert 

Turell.  Am.  J.  M.  Sc.,  Philadelphia, 

202:  282-305,  Aug.  1941. 

The  author  discusses  (as  venereal  dis- 
eases of  the  colon  and  rectum)  venereal 
lymphogranuloma,  gonorrhea,  chancroid, 
syphilis,  Vincent’s  infection,  and  granu- 
loma inguinale. 

Venereal  lymphogranuloma  is  a sys- 
temic disease  with  localized  manifesta- 
tions in  the  inguinal  region,  genital  tract, 
and  the  anorectocolonic  tube.  The  intes- 
tinal lesions  consist  of  pi'octitis,  colitis, 
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suppurations,  fistulas  in  ano,  rectovaginal 
fistulas,  and  stricture.  The  rectal  stric- 
tures may  be  tubular  or  diaphragmatic 
in  character.  A positive  Frei  test  usu- 
ally establishes  the  diagnosis  of  the  dis- 
ease. The  finding  of  the  virus  in  the 
bowel  discharges  or  tissues  constitutes 
positive  proof  that  the  virus  is  the  cause 
of  the  intestinal  lesions.  Sulfanilamide, 
sulfathiazole,  or  Frei  antigen  are  effec- 
tive therapeutic  agents  exerting  profound 
beneficial  systemic  as  well  as  local  effects. 
To  obtain  the  best  results  and  the  maxi- 
mum of  safety,  especially  during  the  in- 
tensive phase  of  treatment,  chemotherapy 
should  be  instituted  in  a hospital.  These 
patients,  like  those  with  other  venereal 
diseases,  are  often  unreliable,  and  it  is 
dangerous  to  entrust  potent  drugs  to 
them  without  proper  daily  medical  super- 
vision. Early  toxic  symptoms  may  go 
unrecognized,  and  they  are  unpredictable. 
Recently,  intrarectal  diathermy  combined 
with  Frei  antigen  has  been  proposed  for 
the  treatment  of  rectal  stricture. 

In  men,  anal  gonorrhea  is  usually  ac- 
quired through  pederasty.  Except  for 
cases  of  anal  intercourse,  contamination 
in  girls  and  women  is  believed  to  take 
place  during  the  act  of  defecation  when 
a simultaneous  expulsion  of  gonococci- 
laden  discharge  from  the  vagina  and  a 
normal  eversion  of  the  anal  mucous  mem- 
brane occurs.  Suitable  biologic  condi- 
tions for  the  acquisition  and  maintenance 
of  gonorrheal  infection  are  furnished  by 
the  transitional  epithelium  of  the  inter- 
mediate zone  of  the  anal  canal,  the  anal 
ducts,  and  the  crypts  of  Morgagni.  The 
infection  may  spread  to  the  deeper  peri- 
anal and  perirectal  structures  through 
the  anal  ducts  which  lead  to  racemose 
and  multiglandular  structures  located  in 
perianal  tissues,  and  penetrate  the 
sphincter  muscles,  especially  the  internal 
sphincter.  It  is  known  that  gonococci 
may  remain  alive  and  virulent  for  years 
in  the  anal  structures  and  that  reinfec- 
tion of  the  genital  tract  may  occur  from 
the  anal  focus.  Sulfanilamide,  sulfapy- 
ridine,  or  sulfathiazole  administered  or- 
ally is  effective  in  the  treatment  of  anal 
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gonorrhea  in  the  absence  of  localized  su 
purations  or  poorly  draining  sinuses. 

Chancroid  is  found  occasionally  in  tl 
anorectum  and  is  acquired  by  the  dire 
inoculation  of  the  streptobacillus  <j 
Duerey  through  pederasty,  or,  in  the  ca  I 
of  women,  through  contact  with  the  pern 
through  intercourse.  The  diagnosis  ce] 
be  made  fairly  readily  by  smear  with  tl! 
aid  of  the  Unna-Pappenheim  stain,  and  1 
the  vaccine  test  which  is  a specific  intr 
cutaneous  reaction  comparable  to  the  Frj 
test.  Sulfanilamide  or  sulfathiazole  a 
specific  for  this  lesion. 

In  the  infant,  multiple  superficial  ci 
cumanal  fissures  or  shallow  ulcers  a! 
strongly  suspicious  of  congenital  syphil:| 
Infants  may  also  have  condylomat, 
teeming  with  spirochetes,  on  the  circui 
anal  area.  In  the  adult,  a chancre  ms 
occur  anywhere  in  the  circumanal  are1 
but  it  is  usually  found  in  the  posteri 
arc  of  the  anal  canal.  A chancre  occc 
ring  in  the  mucosa  of  the  rectum  h 
recently  been  reported.  It  may  be  s 
quired  through  pederasty,  and  in  worne; 
by  contact  with  the'  penis  during  sexu 
intercourse.  Secondary  syphilitic  lesio 
comparable  to  mucous  patches  in  tl 
mouth  apparently  have  not  been  observe 
in  the  rectum.  Perianal  condyloma, 
lata  containing  numerous  spirochet 
have  been  found,  as  well  as  generalize 
maculopapular  eruptions  and  multir 
superficial  circumanal  fissures  compar 
ble  to  rhagades.  Gummas,  ulceratioi 
and  stricture  of  the  rectum  caused  1 
late  syphilis  have  been  found.  Signs 
central  nervous  system  syphilis  such 
relaxation  of  anal  sphincters  and  sadd! 
shaped  perianal  anesthesia  have  be^ 
noted.  Antisyphilitic  treatment  shon 
be  instituted  immediately  after  diagnof 
is  established. 

Vincent’s  infection  is  caused  by  t 
symbiosis  of  fusiform  bacilli  and  Vi 
cent’s  spirillae.  This  lesion  has  been  c 
served  on  the  perineum  or  in  the  perian 
region.  Treatment  consists  of  the  topic 
application  of  a paste  containing  from 
to  10  percent  of-  arsphenamine,  neoar 
phenamine,  or  mapharsen. 
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Granuloma  inguinale  is  believed  to  oc- 
ir  in  the  anal  and  perianal  areas.  Re- 
ntly  a rare  but  apparently  proved  case 
granuloma  inguinale  of  the  rectosig- 
oid  with  consti’iction  and  ulceration  has 
«n  reported.  This  is  regarded  as  a 
sease  of  the  skin  and  subcutaneous  tis- 
les  with  late  or  no  involvement  of  the 
mphatics  and  lymph  glands  and  is  prob- 
)ly  caused  by  the  so-called  Donovan 
idies.  These  bodies  are  most  frequently 
und  in  the  tissues  (or  secretions)  with 
e aid  of  Dieterle’s  silver  stain.  The 
aterial  from  the  surfaces  of  ulcers  may 
so  be  studied  by  smear  stained  by 
right’s  method.  Tartar  emetic  admin- 
tered  intravenously  or  fuadin  injected 
tramuscularly  are  specific  for  this 
sion. 

fmphogranuloma  venereum.  Arthur 
W.  Grace.  Bull.  New  York  Acad. 
|Med.,  New  York,  17 : 627-646,  Aug. 

1941. 

Statistics  show  that  the  number  of  new 
-patient  and  out-patient  cases  of  vene- 
al  lymphogranuloma  admitted  to  the 
;w  York  Hospital,  1934-40,  has  in- 
eased  from  a rate  of  6 cases  per  10,000 
missions  to  10.8.  Local  manifestations 
curred  2%  times  as  frequently  in  the 
lorectal  region  as  in  the  inguinal  and 
out  5 times  as  often  as  in  the  genital 
gion.  In  the  anorectal  variety  there 
'ire  107  cases  of  stricture  with  proctitis, 
xases  of  stricture  without  proctitis,  and 
cases  of  proctitis  without  stricture, 
'octitis  without  stricture  represents  the 
'rliest  objective  sign  of  anorectal 
|nphogranuloma.  If  the  disease  is  rec- 
nized  in  this  stage,  complete  and  rapid 
're  can  be  obtained  in  over  75  percent  of 
a cases.  Colostomy  was  used  in  19 
jses  out  of  the  total  of  128.  Of  67  women 
Ith  stricture,  62  had  an  accompanying 
Dctitis. 

|ln  the  inguinal  variety,  the  primary 
|ion  was  present  in  only  14  of  the  60 
.€ses.  The  virus  produced  clinical  rnani- 
i Nations  iu  the  affected  nodes  7 to  21 
«ys  after  coitus.  In  about  four-fifths 
c the  cases  the  disease  was  unilateral,  in 
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the  remainder  bilateral.  Frank  pus  ap- 
peared in  the  nodes  in  approximately 
three-fourths  of  the  cases  and,  in  the  ab- 
sence of  treatment,  broke  through  the 
overlying  skin  forming  sinuses  which  per- 
sisted for  months.  In  the  60  cases  of 
the  inguinal  variety  only  6 occurred  in 
women. 

There  were  primary  lesions  in  50  per- 
cent of  the  28  cases  of  the  genital  variety. 
A concomitant  chancroidal  or  syphilitic 
infection  was  sometimes  found  when 
there  was  an  ulcerated  primary  lesion. 
Esthiomene  was  second  in  order  of  fre- 
quency of  the  genital  lesions.  Five  cases 
of  elephantiasis  of  the  penis  occurred  in 
this  series ; 3 were  the  sequel  of  radical 
surgery,  and  2 arose  spontaneously. 

There  were  6 cases  in  which  there  was 
neither  existing  evidence  nor  past  history 
of  infection  with  the  virus  but  which 
gave  a positive  Frei  reaction.  The  mari- 
tal partners  of  the  2 men  and  1 woman 
whose  contacts  were  traced  presented  ac- 
tive lesions.  Consideration  of  the  asymp- 
tomatic cases  led  the  author  to  study 
the  semen  as  a possible  reservoir  of  the 
virus.  He  concluded  that  the  virus  of 
venereal  lymphogranuloma  is  not  present 
in  measurable  quantity  in  the  semen  and 
that  infection  is  not  transmitted  by  this 
secretion. 

In  discussing  the  systemic  manifesta- 
tions of  the  disease,  Grace  says  that  con- 
stitutional manifestations  rarely  accom- 
panied the  onset  of  the  anorectal  variety. 
As  the  disease  progressed,  however,  there 
was  a picture  of  chronic  illness.  After 
several  years,  arthritis  developed  in  about 
10  percent  of  the  cases.  Marked  hyper- 
proteinemia  occurred  in  42  patients  with 
rectal  stricture. 

The  cutaneous  test  discovered  by  Frei 
has  proved  to  be  highly  specific  and  has 
been  the  sole  means  of  accurate  diagnosis 
until  the  recent  work  by  Rake  and  his 
colleagues,  who  have  employed  lygranum 
antigen  in  a complement  fixation  test. 
Grace  believes  this  new  test  will  come  to 
be  regarded  as  the  final  court  of  appeal 
in  determining  lymphogranulomatous 
status. 
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Between  July  1938  and  May  1940,  31 
ambulatory  cases  showing  various  mani- 
festations of  lymphogranuloma  were 
treated  with  sulfanilamide  at  the  New 
York  Hospital.  The  drug  was  given  or- 
ally, usually  commencing  with  0.3  gm.  to 
0.6  gm.  3 times  daily  and  increasing  to  0.9 
to  1.2  gm.  3 times  daily.  Of  the  inguinal 
cases  80  percent  were  completely  well 
within  3 to  6 weeks  and  the  remainder 
within  16  weeks.  In  the  anorectal  cases, 
39  percent  were  completely  healed  within 
9 to  79  weeks,  and  92  percent  showed  ben- 
efit from  the  treatment.  Since  May  1940, 
sulfathiazole  has  replaced  sulfanilamide. 
Results,  to  date,  show  a slightly  more 
rapid  response  than  was  found  with  sulf- 
anilamide. This  may  be  due  to  the  fact 
that  the  amount  of  sulfathiazole  admin- 
istered has  been  almost  double  that  given 
of  sulfanilamide. 

On  photosensitivity  in  venereal  lympho- 
granuloma. C.  E.  Sonck.  Acta  der- 
mat.  venereol.,  Helsingfors,  vol.  22, 
supp.  6,  pp.  499,  1941. 

Sonck  points  out  that  in  connection  with 
venereal  lymphogranuloma  allergic  mani- 
festations frequently  occur,  such  as  in- 
flammation of  the  joints  and  eyes,  ery- 
thema nodosum,  and  skin  eruptions  re- 
sembling erythema  multiforme,  cases  of 
which  have  been  described  in  the  litera- 
ture. In  this  monograph  the  author  calls 
attention  to  another  allergic  phenomenon, 
namely  hypersensitivity  to  light  which 
occurs  in  venereal  lymphogranuloma  but 
which  has  as  yet  received  little  attention 
from  physicians  and  investigators. 

Sonck’s  material  consists  of  400  cases, 
200  men  and  200  women,  which  are  re- 
ported in  detail.  All  of  the  patients  had 
positive  Frei  reactions.  In  140  of  them 
eruptions  due  to  photosensitivity  occurred. 
The  manifestations  of  the  disease  included 
subacute  and  chronic  inguinal  adenitis, 
chronic  ulceration  of  the  vulva  or  penis, 
chronic  proctitis,  and  the  genito-ano- 
rectal  syndrome.  Actinic  dermatitis  oc- 
curred in  60  percent  of  the  chronic  cases, 
in  30  percent  of  the  subacute  (inguinal) 
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cases  in  women,  and  in  12  percent 
these  cases  in  men. 

The  following  criteria  are  offered  in  tl 
diagnosis  of  this  type  of  dermatitis : T] 
patient’s  history,  the  occurrence  of  tl 
dermatitis  at  a mature  age  in  a pern 
who  does  not  have  a history  of  sensitivi 
to  light,  and  the  fact  that  the  lesions  c 
cur  only  following  exposure  to  the  si 
and  that  an  exacerbation  of  the  lesioi 
on  later  exposure  to  heat,  as  in  the  steal 
bath,  rarely  occurs.  The  primary  lesioi 
consist  of  punctiform  red  papules  and  a 
pear  approximately  % to  3 hours  aft1 
exposure  to  the  sun  and  never  later  th; 
the  following  morning.  The  lesions  a ®a 
often  more  or  less  itchy.  They  are  loci 
ized  to  the  exposed  surfaces.  On  r 
peated  exposure  to  the  sun,  as  occurs 
the  summer,  a certain  amount  of  desensi 
zation  takes  place.  This  sensitivity  di 
appears  when  the  original  disease 
cured. 

The  incubation  period  of  the  photosem 
tivity  was  determined  in  20  cases.  1 
these  the  eruption  occurred  7 to  : 
(usually  9 or  10)  weeks  after  the  infectii 
sexual  exposure  and  about  4 to  8 wee! 
after  the  first  lymph  node  symptoms. 

Among  the  women  with  the  ehron  Tt 
form  of  the  disease  joint  involvement  opt 
eurred  concomitantly  with  photosensiti 
ity  in  33  percent  of  cases  and  in  19  percei 
of  those  who  had  no  photosenfitivitli 
Eye  inflammation  occurred  in  19  percei  m 
of  the  photosensitized  and  in  7 percei  } pi 
of  the  nonphotosensitized  patients;  er;;® 
thema  nodosum  occurred  in  16  perceifti: 
of  the  photosensitized  and  in  only  4 pe  tt: 
cent  of  the  nonphotosensitized  patiently 
Markedly  positive  Frei  reactions  (3  plus!  tea 
occurred  in  32  percent  of  the  photosensljh 
tized  and  in  9 percent  of  the  nonphotre 
sensitized  patients.  « 

No  difference  was  found  to  exist  bwo 
tween  the  photosensitive  and  the  nor® 
photosensitive  patients  in  regard  to  pr  jip| 
tein  and  lipoid  values  of  the  blood  serur  ptt 
A simultaneous  syphilitic  infection  alsp 
seemed  to  have  no  effect  on  this  sensitivit  pi; 
to  light. 
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ecent  experiences  in  the  treatment  of 
gonorrhoea  in  the  male.  It.  M.  B.  Mac- 
Kenna.  Brit.  M.  J.,  London,  1:  958- 
961,-  June  28,  1941. 

The  author  discusses  the  incidence  of 
rnereal  disease  and  the  part  played  by 
le  Medical  Services  of  the  British  Army 
i prevention.  He  describes  in  detail 
a intensive  method  of  treating  gonor- 
lea  with  sulfapyridine. 

In  military  practice  in  England  the 
icidence  of  venereal  disease  is  low.  The 
athor  believes  that  this  fact  is  due  to  the 
irsighted  policy  of  the  Ministry  of 
health  and  the  high  standard  of  work 
hich  medical  officers  in  charge  of  clinics 
ive  maintained  during  the  past  20  years, 
i spite  of  the  disturbances  of  war,  the 
tedical  Services  have  taken  steps  to 
isure  that  the  prevention  of  venereal 
seases  and  the  treatment  of  these  dis- 
ises  are  in  keeping  with  modern 
andards. 

The  author  states  that  the  intensive 
eatment  of  gonorrhea  with  sulfa  pyri- 
ne  has  been  simple  but  successful.  As 
>on  as  possible  after  the  diagnosis  has 
:en  confirmed  by  microscopic  examina- 
on  of  the  urethral  discharge,  the  patient 
put  to  bed.  If  he  is  considered  to  be 
suitable  subject  for  intensive  therapy, 
s is  given  a milk  diet,  and  mist,  potassii 
tratis  and  barley-water.  He  is  given 
! grams  of  sulfapyridine  in  4S  hours, 
reatment  is  not  interrupted  during  the 
ght.  On  the  third  day  he'  gets  up.  He 
usually  a little  weak  and  lethargic,  hut 
quite  fit  to  eat  in  the  dining  room  and 
go  to  the  irrigation  room  for  treatment, 
sually  his  urethral  discharge  has  almost 
opped,  but  there  may  be  a slight  muco- 
lrulent  urethritis.  Gonococci  can  sel- 
>m  be  demonstrated.  He  is  then  given 
rigations  of  potassium  permanganate 
L : 8000) , or  oxycyanide  of  mercury  of 
e same  strength.  Treatment  is  given 
,ree  times  a day  and  the  “grand  lavage” 
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is  used,  the  irrigating  fluid  being  allowed 
to  flow  into  the  bladder.  On  the  sixth 
day  the  patient,  who  has  not  urinated  for 
at  least  8 hours,  reports  at  6 :30  a.  m.  for 
a “morning  urethral  smear.”  This  is 
often  not  obtainable.  Later  in  the  day 
a 2-glass  urine  test  is  made,  and  if  this 
is  satisfactory  a prostatic  smear  is  taken. 
Usually  no  evidence  of  prostatic  infection 
is  found. 

If  these  tests  are  favorable,  the  patient 
takes  two  bottles  of  stout  with  his  evening 
meal,  for  alcohol  is  a good  test  of  cure. 
The  “morning  smear”  and  the  urine  ex- 
amination are  repeated  on  the  seventh 
day,  and  if  these  are  satisfactory  a pro- 
vocative dose  of  gonococcal  vaccine  con- 
taining 300  million  gonococci  is  given. 
On  the  eighth  day  the  patient  reports  for 
another  “morning  smear” ; a prostatic 
smear  is  taken  and  the  usual  urine  test 
is  made.  If  these  tests  are  all  satis- 
factory the  anterior  urethra  is  examined 
through  a urethroscope.  A diffuse  red- 
dening of  the  urethra  is  expected,  but  no 
littritis,  no  inflamed  follicles.  A curved 
sound  of  suitable  size  is  passed.  The 
patient  is  kept  under  observation  for  an 
additional  2 days,  as  occasionally  there  is 
a delayed  reaction  to  the  vaccine. 

All  the  patients  treated  have  been  hos- 
pitalized soldiers.  Three  weeks  after 
treatment,  the  patient  reports  to  a mili- 
tary hospital,  where  he  is  examined  by 
a medical  officer  who  has  had  training 
in  the  treatment  of  venereal  disease. 
Various  tests  of  cure  are  carried  out  at 
this  time,  and  again  during  the  following 
2 weeks.  Three  months  later  he  is  again 
examined,  and  tests  of  cure  are  carried 
out.  During  the  period  of  surveillance 
Wassermann  tests  are  made  to  be  sure 
that  a concomitant  infection  with  syphilis 
was  not  missed.  The  relapse  rate  among 
the  patients  treated  in  this  manner  is  less 
than  5 percent. 

Many  hundreds  of  patients  have  been 
given  this  treatment.  One  patient  died, 
but  death  was  not  due  to  treatment. 
Pyelonephritis  with  hematuria  caused  by 
the  precipitation  of  acetylsulfapyridine 
crystals  and  sometimes  with  anuria  per- 
sisting for  as  long  as  40  hours  occurred 
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in  about  1 in  600  cases.  In  none  of  these 
cases  has  permanent  renal  damage  been 
found.  Some  patients  have  taken  mag- 
nesium sulfate  and  others  have  had  eggs 
and  onions  while  taking  sulfapyridine 
without  injury.  Routinely,  while  under- 
going the  intensive  treatment,  the  pa- 
tient has  only  a milk  diet.  Prevention  of 
constipation  will  usually  prevent  lumbar 
pain  and  hematuria.  Nausea  and  vomit- 
ing can  be  reduced  by  not  allowing  the 
patient  to  smoke  and  by  administering 
potassium  citrate  in  large  doses.  The  au- 
thor considers  it  inadvisable  to  administer 
the  treatment  to  patients  who  may  have 
had  gastric  or  duodenal  ulcer,  because  of 
the  danger  of  severe  vomiting  and  possible 
hematemesis. 

The  effect  of  sulfonamides  on  mother 
and  child  when  given  shortly  before 
birth.  H.  W.  Kayser.  Klin.  Wchnschr., 
Berlin,  20:  510-514,  May  17,  1941. 

At  periods  varying  from  1 hour  to  191 
hours  before  birth  the  author  adminis- 
tered sulfonamides,  namely  prontosil  rub- 
rum  (10  patients),  prontalbin  (5  pa- 
tients), albucid  (10  patients)  and  euba- 
sinum  (10  patients)  to  35  pregnant 
women.  At  birth  the  concentration  of 
the  drugs  in  the  mother’s  blood  and  urine, 
in  the  amnio  tic  fluid,  in  the  umbilical 
cord  blood,  and  later  in  the  infant’s  urine 
was  determined.  Clinical  observations 
were  made  on  mother  and  infant.  The 
sulfonamide  concentration  was  deter- 
mined according  to  the  method  of  Kim- 
mig.  The  dosage  of  each  of  the  drugs 
administered  was  3 gm.,  prontosil  rubrurn 
and  prontalbin  being  given  by  mouth  in  3 
divided  doses  at  hourly  intervals  and  the 
other  two  drugs  being  administered  each 
by  means  of  a single  intravenous  injec- 
tion. It  was  found  that  the  placenta  was 
impermeable  to  prontosil  rubrurn  (azo- 
dyes) and  that  only  the  sulfanilamide 
which  was  split  off  passed  into  the  blood 
of  the  infant  and  into  the  amniotic  fluid. 
The  other  three  drugs  could  be  demon- 
strated in  the  amniotic  fluid,  in  the  iu- 
fant’s  blood,  and  also,  in  most  cases,  in 
the  infant’s  urine.  The  level  of  the  in- 

370 


fant’s  blood  was  lower  than  that  of  ( 
mother.  There  was  a relationship 
tween  the  amount  in  the  amniotic  flv 
and  the  concentration  in  the  infan: 
urine.  No  toxic  effect  of  the  above  d 
age  of  these  drugs,  either  on  the  motl 
or  the  infant,  could  be  demonstrated. 

Evaluation  of  the  use  of  sulfonamid 

in  the  treatment  of  gonorrln 

French  R.  Moore.  U.  S.  Nav.  M.  Bu 

Washington,  39:  386-391,  July  1941. 

The  results  of  treatment  of  gonorrht 
patients  at  the  U.  S.  Naval  Hospit 
Pearl  Harbor,  are  reviewed  since  Augv 
1939.  Sulfanilamide  was  used  in  87  cc 
secutive  admissions  from  August  1939 
February  1940.  Sulfapyridine  was  us 
from  that  date  to  August  1940  on  59  i 
tients,  and  starting  August  1940  sulfath: 
zole  therapy  was  used,  80  cases  bei 
treated  up  to  March  1, 1941. 

The  dosage  of  sulfanilamide  was 
grains  daily  for  2 or  3 days,  60  grai 
for  7 to  10  days  and  40  grains  for  8 to 
days,  the  average  total  being  1,510  grail 
Local  treatment  was  also  used.  The  d: 
charge  ceased  in  an  average  of  9.6  daj 
Treatment  with  sulfapyridine  consist' 
of  60  grains  daily,  with  an  average  tot 
dosage  of  930  grains.  No  local  treatme 
was  given.  The  discharge  ceased  in  ; 
average  of  4.7  days.  The  daily  dose 
sulfathiazole  was  60  grains,  with  an  avc 
age  total  dosage  of  805  grains  per  cas 
The  average  length  of  time  until  di 
charge  ceased  was  2.3  days.  The  p£ 
centages  of  cures  were  59.8  for  sulfanil 
mide,  with  7 recurrences  and  31  failure 
for  sulfapyridine  88.3  percent,  with  2 fa 
ures  and  5 recurrences ; for  sulfathiazoi 
91.3  percent,  with  5 recurrences  and 
failures.  These  5 recurrences  have  r 
sponded  to  a second  course  of  therap: 
the  2 failures  had  also  failed  to  respoi 
to  courses  with  the  other  2 drugs.  T] 
average  time  on  the  sick  list  was  near 
45  percent  less  with  sulfathiazole  th£ 
with  sulfapyridine  and  60  percent  le 
than  with  sulfanilamide.  There  was  on 
1 reaction  following  sulfathiazole,  15  fc 
lowing  sulfapyridine,  and  17  followii 
sulfanilamide. 
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Blood  counts  on  patients  receiving  sulf- 
thiazole  revealed  no  changes,  while 
rith  sulfapyridine  and  sulfanilamide  fre- 
uent  blood  studies  were  necessary.  No 
elation  was  found  between  the  blood 
oncentration  and  the  response  made  by 
he  patient  with  either  sulfapyridine  or 
ulfathiazole. 

1 Sulfathiazole,  therefore,  is  considered 
much  more  satisfactory  drug  to  use 
ban  either  sulfanilamide  or  sulfapyridine 
or  the  treatment  of  gonorrhea. 

ionorrheal  urethritis  in  the  male. 
Treatment  with  sulfapyridine  and 
sulfathiazole.  Charles  A.  W.  Uhle, 
Leroy  W.  LaTowsky  and  Frank 
Knight.  J.  A.  M.  A.,  Chicago,  117 : 
247-249,  July  26,  1941. 

The  authors  further  analyse  the  re- 
alts,  which  have  been  published  else- 
where, of  the  treatment  of  87  patients 
pith  sulfapyridine  and  55  with  sulfathia- 
ole.  In  the  first  group  92  percent  were 
iured  in  an  average  of  51  days,  with  a 
ange  of  14  to  162  days ; 96  percent  were 
ured  under  sulfathiazole  therapy  in  an 
verage  of  28'  days,  with  a range  of  7 to 
8 days. 

The  average  dose  of  both  sulfapyridine 
nd  sulfathiazole  in  the  105  cases  in  which 
aere  was  a cure  was  3 gm.  daily  for  8 
ays,  the  average  total  dose  of  sulfa- 
yridine  being  23.5  gm.,  and  of  sulfathi- 
zole  28  gm.  However,  the  range  of  dosage 
hr  sulfapyridine  was  from  14  gm.  to  111 
m.  and  for  sulfathiazole  from  12  gm.  to 
3 gm.  In  cases  of  refractory  gonorrhea, 
le  authors  believe  that  two  courses  with 
rest  period  between  are  therapeutically 
etter  than  a long-continued  course  and 
ifer  with  respect  to  severe  toxic  reac- 
ons.  Among  the  87  patients  receiving 
llfapyridine,  exfoliative  dermatitis  de- 
ijloped  in  3 whose  treatment  was  pro- 
acted.  As  a precaution  against  toxic 
factions  among  the  patients  while  they 
ere  at  work,  lower  doses  were  given 
i>  clinic  patients  than  to  those  who  were 
jospitalized. 

Reliance  can  no  longer  be  placed  on 
Evocative  tests  as  criteria  of  cure  since 
l i more  than  90  percent  of  the  cases  there 
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was  no  response  to  such  tests  despite  the 
fact  that  smear  and  cultural  studies  still 
gave  positive  results.  This  study  shows 
that  cure  should  not  be  pronounced  on  the 
basis  of  the  smear  but  of  repeated  sterile 
cultures,  at  least  3,  obtained  at  intervals 
of  5 to  7 days. 

The  carrier  state  is  defined  as  the  time 
which  elapses  from  the  disappearance  of 
symptoms  of  gonorrheal  urethritis  to  the 
last  culture  of  the  prostatic  fluid  or  urine 
containing  secretions  positive  for  the 
gonococcus.  The  carrier  state  for  sulfa- 
pyridine was  found  to  average  17.7  days, 
with  a range  of  2 to  50  days,  while  that 
for  sulfathiazole  averaged  17  days,  with 
a range  of  3 to  53  days. 

In  this  series  of  patients,  who  were 
for  the  most  part  unintelligent  persons, 
it  was  found  that  defaulting  from  treat- 
ment decreased  in  direct  proportion  to  the 
time  taken  to  explain  to  the  patient  what 
was  desired  to  be  accomplished.  Among 
those  treated  with  sulfapyridine  28.8  per- 
cent were  defaulters,  and  among  those 
treated  with  sulfathiazole  (the  second 
series)  the  defaulters  were  9 percent. 

Gonococcic  conjunctivitis.  A compari- 
son of  sulfanilamide,  sulfapyridine 
and  sulfathiazole  in  the  treatment  of 
one  hundred  and  twenty  cases.  Philip 
Meriwether  Lewis.  J.  A.  M.  A.,  Chi- 
cago, 117:  250-252,  July  26,  1941. 

Since  June  1937  all  patients  with  gono- 
coccic ophthalmia  in  the  isolation  depart- 
ment of  the  John  Gaston  Hospital  in 
Memphis  have  been  treated  with  one  of 
the  sulfonamides,  90  having  received  sulf- 
anilamide, 22  sulfapyridine,  and  8 sulf- 
athiazole. The  usual  dosage  of  sulfanil- 
amide was  % to  % grain  per  pound  of 
body  weight  as  an  initial  dose,  followed 
by  a sufficient  amount  every  4 hours  to 
bring  the  daily  total  to  % to  1%  grains 
per  pound  (without  counting  the  initial 
dose),  continuing  this  dose  for  5 or  6 
days.  Smaller  doses  of  sulfapyridine 
were  given,  about  % grain  per  pound  for 
adults  and  less  than  % grain  per  pound 
for  infants  as  the  initial  dose.  The  doses 
of  sulfathiazole  have  been  approximately 
the  same  as  with  sulfapyridine.  It  has 
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not  been  the  practice  to  make  determina- 
tions of  the  blood  concentration.  Since 
the  absorption  and  excretion  of  sulfathi- 
azole are  more  rapid  than  with  the  other 
two  drugs,  the  daily  dose  should  always 
be  divided  and  administered  every  3 or  4 
hours  in  order  to  maintain  the  proper 
blood  concentration. 

Besides  specific  chemotherapy  Lewis 
recommends  local  therapy — irrigation  of 
the  conjunctival  sac  every  4 hours  with 
cool  boric  acid  solution,  instillation  of  25 
percent  mild  protein  silver  after  the  irri- 
gation, ice  compresses  when  there  is  con- 
siderable edema,  and  discontinuance  of 
treatment  when  the  eye  is  clean  clinically 
and  the  smears  are  negative. 

A comparison  of  results  shows  that  in 
50  cases  having  presulfonamide  therapy 
there  were  18  unsatisfactory  results  with 
an  average  of  20.3  days  in  hospital ; in  90 
cases  with  sulfanilamide  there  were  8 un- 
satisfactory results  and  8.9  days;  in  22 
cases  with  sulfapyridine,  0 unsatisfactory 
results  and  4.85  days;  in  8 cases  with 
sulfathiazole,  1 unsatisfactory  result  and 
6 days.  There  was  but  1 patient  who  had 
a severe  reaction  among  the  120  patients, 
and  he  was  given  too  large  an  amount  of 
sulfanilamide.  Nausea  was  rather  fre- 
quent, especially  from  sulfapyridine. 
Serious  blood  changes  were  not  encoun- 
tered. 

Lewis  has  found  sulfapyridine  amaz- 
ingly effective  in  the  treatment  of  gono- 
coccic infections  of  the  eye ; sulfathiazole 
is  somewhat  less  effective,  but  both  are 
definitely  superior  to  sulfanilamide.  A 
cure  may  be  expected  within  3 days  as  a 
rule  from  the  time  sulfapyridine  is  begun. 

From  his  experience  with  local  treat- 
ment by  sulfonamides  he  believes  that  it 
does  not  compare  favorably  with  the  in- 
ternal use  of  the  drugs.  Recently  a 5- 
percent  solution  of  sodium  sulfathiazole 
instilled  locally  every  2 hours  has  been 
tried  along  with  the  usual  dose  of  sulfa- 
thiazole internally,  and  he  believes  it  is  of 
definite  value.  He  believes  that  every 
patient  with  gonococcic  conjunctivitis 
should  immediately  be  given  adequate 
systemic  treatment  with  sulfapyridine  or 
sulfathiazole. 
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Gonococcal  conjunctivitis  in  childr 
A comparison  of  treatment  with  su 
anilamide  and  sulfapyridine,  with 
note  on  sulfathiazole.  Lewis  K.  Swe 
J.  Pediat.,  St.  Louis,  19:  60-69,  Ji 
1941. 

Sweet  reports  his  experience  at  I 
Gallinger  Municipal  Hospital  in  the  tre 
ment  of  gonorrheal  conjunctivitis  fr< 
July  1,  1938  to  December  31,  1940.  The 
were  26  patients  treated  with  sulfani 
mide,  29  with  sulfapyridine,  and  4 wi 
both  drugs.  The  groups  were  not  treat 
concurrently,  but  they  were  relative 
similar  in  race,  sex,  age,  and  size, 
the  total  number,  46  were  newborn 
fants,  of  whom  12  (26  percent)  were  pi 
maturely  born.  This  suggests  that  t 
Credd  prophylaxis  may  often  be  inae 
quately  applied  to  very  small  infan 
The  36  infants  in  this  group  who  we 
born  in  the  hospital  constitute  0.75  perce 
of  all  infants  born  alive  during  the  peri 
of  the  study. 

All  these  patients  were  isolated  in 
special  room  in  the  pediatric  ward.  Tin 
were  kept  in  bed  and  given  general  su 
portive  care.  The  eyes  were  irrigati 
with  warm  boric  acid  solution  or  a 0. 
percent  solution  of  sulfanilamide  fr 
quently  enough  to  keep  the  conjunctiv 
sacs  clear  of  discharge.  A 10-perce 
solution  of  argyrol  was  instilled  into  tl 
conjunctival  sac  several  times  a da 
usually  % hour  before  the  eye  was  iri 
gated.  The  chemotherapeutic  agen 
were  given  immediately  after  diagnos 
was  established. 

Both  drugs  were  given  in  equal  dosaj 
which  consisted  of  an  initial  dose  of  fro 
0.3  to  0.6  grain  per  pound  of  body  weigh 
followed  by  a daily  maintenance  dose  < 
approximately  1.0  grain  per  pound  of  boc 
weight.  The  maintenance  dose  was  <3 
vided  into  6 equal  doses,  given  at  4-hor 
intervals.  If  the  clinical  response  w£ 
not  favorable  the  dosage  was  increase 
to  3 or  even  5 grains  per  pound  hoc 
weight  per  day.  In  a few  cases  a 5-pe 
cent  solution  of  the  sodium  salt  of  sulfi 
pyridine  was  given  intravenously,  an 
doses  of  0.4  to  0.5  grain  per  pound  bod 
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height  were  given  every  6 to  12  hours 
« 3 indicated.  Patients  who  did  not  re- 
1 30 nd  within  2 weeks  of  treatment  were 
deemed  failures.  In  all  cases  except  in 
ujiose  which  showed  no  response  the  ad- 
linistration  of  the  drug  was  continued 
tjatil  the  classical  symptoms  had  subsided 
ad  smears  were  persistently  negative. 

There  was  a striking  difference  in  the 
jsponse  to  the  two  drugs.  Of  the  30 
atients  treated  with  sulfanilamide,  24 
bsponded  favorably,  and  of  29  treated 
1 ith  sulfapyridine  primarily  28  re- 
sponded favorably.  Four  of  the  6 who 
eid  not  respond  to  sulfanilamide  were 
feated  by  sulfapyridine,  with  3 showing 
'bod  results.  Therefore,  of  a total  of  33 
patients  treated  with  sulfapyridine,  31  (94 
percent)  reacted  favorably.  There  was 
c'o  essential  difference  in  the  response  of 
l!‘ie  patients  who  reacted  favorably  to  the 

I vo  drugs.  Complications  were  very  in- 
'equent,  corneal  ulceration  being  encoun- 
3red  but  once  in  the  series.  Evidence 
oints  to  infection  rather  than  sulfona- 
lide  toxemia  as  the  cause  of  death  of 
patients  in  the  group. 

In  reviewing  the  literature  the  author 
)und  no  reports  of  the  use  of  sulfapyri- 
ine  in  gonorrheal  ophthalmia  in  the 
fnited  States,  hut  there  were  45  cases 
l the  foreign  literature. 

Since  January  1,  1941,  3 patients  with 
Dnorrheal  conjunctivitis  (10  years,  3 
nd  2 days  old,  respectively)  have  been 
rented  with  sulfathiazole.  The  dosage 
f sulfathiazole  was  the  same  as  for  sulf- 
nilamide  or  sulfapyridine.  In  each  iu- 
:ance  there  was  remarkable  improvement 
i the  eye  condition  within  24  hours  after 
'aerapy  was  begum  Sweet  believes  that 
alfathiazole  merits  further  trial. 

iospitalized  male  gonorrhea  patients 
treated  with  sulfathiazole.  J.  R. 

Waugh.  Hosp.  News  (processed), 
U.  S.  Pub.  Health  Serv.,  Washington,  8: 

1-11,  July  1,  1941. 

1 There  were  160  unselected  hospitalized 
lale  gonorrhea  patients  in  a series  who 
tere  treated  at  the  U.  S.  Marine  Hos- 
ital,  Norfolk,  with  1.0  gram  of  sulfa- 
biazole  and  2.0  grams  of  sodium  bicar- 
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bonate  4 times  daily  for  10  days,  receiving 
a total  of  40.0  grams  of  sulfathiazole. 
The  apparent  recovery  rate  for  all  pa- 
tients was  79.0  percent,  compared  with 
a recovery  rate  of  only  64  percent  in  a 
previous  series  of  473  patients  treated 
with  sulfanilamide.  The  apparent  recov- 
ery rate  for  patients  previously  untreated 
was  88.5  percent,  and  for  those  previously 
treated  with  sulfanilamide  or  sulfapyri- 
dine only  62.5  percent. 

There  was  no  difference  in  recovery  rate 
whether  treatment  with  sulfathiazole 
was  instituted  during  the  first  week  of 
the  disease  or  later.  However,  the  longer 
the  time  which  elapsed  from  the  onset 
of  the  disease  until  treatment  was  begun 
with  sulfathiazole,  the  greater  was  the 
likelihood  that  the  patient  had  received 
previous  treatment  with  sulfanilamide  or 
sulfapyridine  and  was  resistant  to  these 
compounds.  Also,  if  the  patient  was  sul- 
fanilamide- or  sulfapyridine-resistant, 
there  was  greater  likelihood  that  he  was 
also  sulfathiazole-resistant. 

There  appeared  to  be  no  relationship 
between  blood  free  sulfathiazole  concen- 
tration and  clinical  response. 

No  complications  such  as  epididymitis 
or  arthritis  developed  in  any  patient  after 
institution  of  treatment  with  sulfathia- 
zole. It  was  unnecessary  to  discontinue 
treatment  because  of  side  reactions. 
Such  reactions  were  mild  and  of  no  ap- 
parent importance  in  this  series.  In  the 
previous  series  of  patients  treated  with 
sulfanilamide  it  had  been  necessary  to 
discontinue  treatment  because  of  reac- 
tions in  8 percent  of  the  cases. 

Waugh  concludes  that,  in  the  treatment 
of  male  patients  with  gonorrhea,  sulfa- 
thiazole is  definitely  superior  to  sulfa- 
nilamide both  as  to  apparent  recovery 
rate  and  low  incidence  of  side  reactions. 

Chills  and  fever  as  a manifestation  of 
sulfathiazole  toxicity.  William  E. 
Molle  and  Walter  Buck.  Ohio  State 
M.  J.,  Columbus,  37:  752-753,  Aug. 
1941. 

On  reviewing  the  literature,  the  au- 
thors were  unable  to  find  a single  case  in 
which  chills  and  fevers  were  specifically 
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reported  as  a manifestation  of  sulfa- 
thiazole  toxicity. 

They  report  the  case  of  a 25-year-old 
woman  who  had  chills  and  fever  follow- 
ing the  administration  of  sulfathiazole  for 
right-sided  pyelonephritis  (pyelitis).  The 
patient  was  given  sulfathiazole  on  her 
third  hospital  day  (15  grains  every  6 
hours).  Soon  after  sulfathiazole  therapy 
was  begun,  she  began  to  have  chills  and 
fever.  During  a period  of  4 days  she  had 
9 chills,  and  her  fever  rose  to  a maximum 
of  105.8°  F.  At  hrst,  it  was  thought  that 
she  had  a recurrence  of  the  pyelonephritis, 
but  examination  of  the  urine  revealed 
only  0 to  2 white  blood  cells  per  high 
power  field,  and  there  was  no  tenderness 
over  either  kidney  area.  The  urine  cul- 
ture was  positive  for  B.  coli  and  alpha 
Streptococci.  The  patient  complained  of 
malaise,  sore  throat,  generalized  muscle 
aches  and  pains,  and  aching  pain  between 
her  shoulder  blades.  She  was  nauseated 
and  vomited  frequently.  The  throat  was 
slightly  reddened,  but  there  was  no  skin 
rash.  The  sulfathiazole  was  discontinued. 
On  the  day  that  the  drug  was  discon- 
tinued, the  patient  had  no  chills  and  her 
temperature  rose  only  to  100°  F.  The 
following  day  she  felt  and  looked  re- 
markably improved,  she  had  no  com- 
plaints, and  she  ate  well.  Her  tempera- 
ture remained  normal.  After  2%  days 
of  normal  temperature,  she  was  again 
given  sulfathiazole.  After  12  hours  had 
elapsed,  and  3 gm.  of  the  drug  had  been 
given,  she  again  had  chills  and  fever  and 
recurrence  of  exactly  the  same  symptoms 
noted  during  the  previous  episode. 
Twenty-four  hours  after  the  drug  had 
been  started  the  second  time,  she  had  a 
maculopapular  eruption  over  the  fore- 
head, face,  upper  part  of  the  thorax, 
arms,  and  legs.  Itching  was  associated 
with  this  eruption.  Twenty-four  hours 
after  the  drug  was  discontinued  the  sec- 
ond time,  the  temperature  and  eruptions 
disappeared,  and  the  patient  was  well 
enough  to  leave  the  hospital.  She  had 
not  been  exposed  to  direct  sunlight. 

Long  has  pointed  out  the  following  se- 
quence of  events  which  may  aid  in  the 
differentiation  of  drug  chills  and  fever 
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from  chills  and  fever  due  to  other  causi 
(1)  There  are  usually  1 or  more  days: 
normal  temperature  before  onset  of  d i 
chills  and  fever;  (2)  the  onset  is  usua 
abrupt;  (3)  the  chills  and  fever  subs  I 
promptly  with  the  discontinuance  of 
drug.  According  to  the  authors,  thi 
differential  points  are  well  illustrated 
this  case. 

Nitritoid  crisis  following  injection 
tryparsamide.  Heinz  Lehmai 
Canad.  M.  A.  J.,  Montreal,  45:  12 
130,  Aug.  1941. 

The  patient,  a West  European  male 
years  of  age,  had  received  2 courses 
therapeutic  malaria  in  1936  in  treatme 
of  paresis.  He  afterward  had  20  iny 
tions  of  tryparsamide  and  in  1937  w 
discharged  as  cured  of  his  psychosis. 
1938  he  had  another  20  injections  of  trj 
arsamide  and  10  injections  of  neoa 
phenamine  and  bismuth.  There  was  ne\ 
any  untoward  reaction.  In  Septeml 
1939,  weekly  tryparsamide  injectic 
were  resumed.  He  had  had  2 injectic 
without  any  sign  of  intolerance,  but  di 
ing  the  third  injection,  which  was  bei 
administered  intravenously  very  slow 
the  patient  suddenly  complained  of  diz 
ness  and  severe  pain  in  the  abdomen  a 
chest.  His  neck  and  face  showed 
marked  flush,  the  conjunctivas  were  r( 
dened,  and  the  pulse  was  boundii 
Ephedrin  was  administered.  The  si 
jective  and  objective  symptoms  disi 
peared  gradually.  In  about  5 minui 
he  collapsed  while  still  lying  down ; 
suddenly  lost  consciousness  and  an  e 
leptiform  convulsion  occurred.  Artific 
respiration  was  resorted  to  and  7 cc. 
coramine  was  injected.  Afterward,  t 
picture  suggesting  heart  failure,  400 
of  blood  were  withdrawn.  Eespirati 
and  pulse  improved  and  2 hours  later 
was  completely  awake.  He  then  had 
chill  followed  by  a slight  rise  in  temp1 
ature.  He  was  kept  in  the  hospital 
hours  and  then  discharged,  showing 
abnormality  of  his  cardiovascular  systf 
and  normal  neurologic  findings.  He  b 
remained  well  up  to  the  present  tin 
and  no  further  convulsions  have  occurrc 
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Lehmann  says  he  is  inclined  to  believe 
rnt  the  organic  damage  which  the 
iresis  inflicted  on  this  patient’s  central 
srvous  system  lowered  his  convulsive 
ireshold  so  that  vasomotor  disturbances 
icited  an  epileptiform  fit  in  his  case, 
though  they  might  have  passed  without 
ry  specific  effect  in  a nonparetic. 

While  it  is  very  rare  to  see  a nitritoid 
isis  with  tryparsamide  every  physician 
Iministering  the  drug  should  be  aware 
i ! the  possibility  that  it  might  occur. 

0 

' eatment  of  syphilis  in  pregnancy.  A 
comparison  of  arsenicals.  Frederic  R. 
iMinnich.  Am.  J.  Obst.  & Gynec.,  St. 
i Louis,  42:  159-161,  July  1941. 

8 'in  September  1938,  at  the  colored  divi- 
ieon  of  Grady  Hospital,  Atlanta,  it  was 
1 icided  to  compare  the  use  of  mapharsen 
uith  that  of  neoarsphenamine  in  the  pre- 
Lntion  of  congenital  syphilis.  All  the 
luitients  studied  were  Negroes,  each  pro- 
1 lective  mother  had  had  a positive  Was- 
rmann  or  Kahn  serologic  test  for  syphi- 
8 3,  and  each  had  had  at  least  10  treat- 
ments (some  as  much  as  27)  with  either 
l,ug  at  weekly  intervals  during  the 
urse  of  her  pregnancy.  The  weekly 
•sage  of  neoarsphenamine  was  0.451  gm. 
id  of  mapharsen  it  varied  from  0.03  gm. 
the  first  part  of  the  study  to  0.05  gm.  in 
e latter  part,  no  patient  having  received 
’03  gm.  for  all  10  treatments. 

Among  the  155  patients  treated  with 
apharsen,  80.64  percent  had  full  term 
Ve  babies,  15.48  percent  premature  alive, 
id  3.88  percent  born  dead  or  dying  in 
'e  hospital.  Among  the  116  treated  with 
^oarsphenamine,  87.07  percent  had  full 
i rm  live  babies,  8.62  percent  premature 
ive,  and  4.31  percent  born  dead  or  dying 
| hospital.  In  the  mapharsen  series 
•93  percent  and  in  the  neoarsphenamine 
ries  38.79  percent  showed  negative  blood 
sts  at  labor.  There  were  2 sets  of  twins 
| the  mapharsen  series  and  1 set  in  the 
oarsphenamine  series. 

Of  the  live  babies  in  the  mapharsen 
j |ries  57.14  percent  were  examined  in  a 
!llow-up  study,  and  in  the  neoarsphena- 
line  series,  58.18  percent.  In  the  former, 
14  percent  of  those  followed  up  (4.08 
f Tcent  of  the  total)  were  proved  to  be 
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syphilitic  and  in  the  latter  the  percen- 
tages were  7.81  and  4.54.  X-ray  studies 
of  the  long  bones  were  made  on  all  of  the 
babies  that  were  born  dead  or  that  died  in 
the  hospital.  Only  2 had  any  signs  of 
congenital  syphilis ; in  1 case  the  mother 
had  received  only  5 doses  of  0.03  gm.  of 
mapharsen  and  in  the  second,  3 doses. 
There  were  no  severe  reactions,  immedi- 
ate or  delayed,  in  either  series.  The  only 
notable  difference  in  the  toxic  reactions 
was  that  nausea  following  the  adminis- 
tration of  mapharsen  did  not  seem  to  be 
as  frequent  or  as  severe  as  with  neoars- 
phenamine. 

Peroral  bismuth  as  initial  therapy  in 
syphilis.  Adrien  Lambert.  Union 
mdd.  du  Canada,  Montreal,  70:  502- 
503,  May  1941. 

From  March  to  July  1940,  6 patients 
with  seronegative  primary  syphilis  and 
2 with  secondary  syphilis  were  treated  by 
means  of  sobisminol.  They  received  an 
average  of  6 capsules  of  sobisminol  per 
day  (1.2  gm.  of  bismuth)  over  a period 
of  nearly  4 months.  No  other  antisyphili- 
tic drug  was  administered.  None  of  these 
patients  had  gastro-intestinal  or  renal  dis- 
turbances while  taking  the  drug. 

In  spite  of  the  fact  that  the  patients 
with  primary  seronegative  syphilis  re- 
ceived large  doses  of  bismuth  (9  capsules 
per  day)  the  Wassermann  reaction  in  5 
of  them  became  positive  under  treat- 
ment. In  4 of  them  secondary  lesions  de- 
veloped in  spite  of  this  treatment. 

The  author  explains  the  inefficacy  of 
bismuth  given  perorally  by  saying  that 
bismuth  in  itself  has  no  treponemicidal 
action  but  that  protein-bismuth  com- 
pounds, which  are  formed  when  the  drug 
comes  in  contact  with  the  tissue  and  espe- 
cially with  the  blood  proteins,  do  have  this 
action.  He  concludes  that  bismuth 
perorally  should  not  be  used  alone  in  the 
treatment  of  primary  and  secondary 
syphilis. 

On  the  treatment  of  phagedenic  chancre. 

O.  K.  Scholl.  Dermat.  Wchnsehr.,  Ber- 
lin, 112:  393-394,  May  17,  1941. 

The  author  reports  the  case  of  a 46- 
year-old  man  who  was  first  seen  when 
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lie  presented  a lentil-sized  chancre  of 
the  sulcus  coronarius,  associated  with 
regional  lymphadenopathy.  Because  of 
the  induration  of  the  lesion  and  the  his- 
tory of  the  patient’s  exposure  to  a prosti- 
tute 12  days  previously,  the  author  insti- 
tuted antisyphilitic  treatment  consisting 
of  neoarsphenamine  in  a dosage  of  0.45 
gm.  and  bismogenol  1.0.  The  blood  test 
was  negative  at  this  time.  Three  days 
later,  however,  the  patient  was  alarmed 
because  the  lesion  had  markedly  in- 
creased in  size  and  had  a necrotic  center. 
The  patient  was  given  prontosil  in  a 
dosage  of  2 tablets  3 times  a day,  and 
on  the  following  day  the  lesion  was  cau- 
terized with  10  percent  silver  nitrate  so- 
lution followed  by  the  application  of  iron 
chloride  solution  and  finally  by  the  appli- 
cation of  ammoniated  mercury  ointment. 
Two  days  later — after  the  administration 
of  18  prontosil  tablets  and  2 doses  each 
of  neoarsphenamine  and  bismogenol — the 
lesion  was  smaller  and  cleaner.  Prontosil 
was  discontinued  10  days  later,  and  about 
1 month  later  the  lesion  was  epithelized. 
The  Wassermann,  Sachs-Georgi,  and 
Kahn  tests  at  this  time  were  negative. 

The  author  attributes  the  main  thera- 
peutic effect  to  prontosil  in  this  case, 
although  he  states  that  the  local  treat- 
ment no  doubt  had  a favorable  effect  by 
preventing  the  spread  of  the  necrotic 
process.  He  advises  the  use  of  prontosil 
in  this  type  of  lesion. 


PATHOLOGY 


Anatomic  findings  in  the  heart  in  com- 
bined hypertension  and  syphilis. 

Chauncey  I.  Royster,  James  R.  Lisa 
and  John  Carroll.  Arch.  Path.,  Chi- 
cago, 32:  64-75,  July  1941. 

The  anatomic  findings  of  the  heart  in 
33  cases  of  cardiac  failure  occurring  in 
association  with  combined  chronic  hyper- 
tension and  syphilis  without  aortic  re- 
gurgitation are  presented.  The  material 
studied  was  obtained  from  33  cases  in 
which  autopsies  were  made  at  City  Hos- 
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pital,  Welfare  Island,  New  York,  betw<i 
1928  and  1939. 

The  hypertensive  patients  with  syph:; 
after  cardiac  failure  supervened  pj 
sented  a clinical  picture  and  course  str 
ingly  similar  to  that  of  patients  wj 
syphilitic  aortic  regurgitation  and  f: 
ure.  The  first  type  of  patient  responc 
poorly  to  therapy  and  had  a bad  pr; 
nosis.  The  condition  occurred  more  f 
quently  among  males  than  among  femal 
In  22  cases  the  ages  were  between  j 
and  55  years,  and  19  of  the  patients  w< 
Negroes.  The  Wassermann  reactions  j 
blood  serum  or  spinal  fluid  were  posit: 
in  21  cases. 

Death  was  due  to  cardiac  failure  ale 
in  half  the  cases  and  to  cardiac  faili 
with  added  factors  of  partial  or  compl 
renal  failure  or  infection  in  the  remai 
der.  The  arteriosclerosis  of  the  coronr 
arteries  was  much  more  severe  than  tl 
found  in  members  of  the  same  age  gro 
who  had  hypertension  not  complical 
by  syphilis.  Hypertrophy  tended  to 
extreme.  The  damage  to  the  myocard 
fibers  was  severe  ahd  extensive  and 
eluded  diverse  pathologic  processes. 

Syphilitic  myocarditis  was  found  ir 
instance.  Extensive  rheumatic  myoci 
ditis  was  present  in  6 cases,  in  2 withe 
valvular  involvement.  Other  lesions 
eluded  massive  infarction  with  or  wi 
out  coronary  occlusion,  acute  and  chror 
interstitial  myocarditis,  acute  endoc: 
ditis,  acute  miliary  infarctions,  aci 
myocardial  necroses,  and  acute  abscess 
The  role  of  infection,  valvular  or  ext) 
cardiac,  in  the  production  of  myocard: 
damage  appeared  of  special  importan 
The  presence  of  severe  coronary  scleroij 
associated  with  chronic  hypertension  a 
constitutional  syphilis  appeared  to  r< 
der  the  myocardial  fibers  more  susceptil 
to  injury,  such  as  that  produced  by 
specific  infection,  as  syphilis  or  rh( 
matic  fever,  or  a nonspecific  pyogenic  i 
fection.  The  clinical  syndrome  of  cardi 
failure  was  associated  with  extensi 
demonstrable  injury  to  the  myocardit 
in  almost  all  cases.  The  demonstrati 
of  myocardial  damage  depends  on  ac 
quate  histologic  examination. 
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? The  present  series  and  the  cases  re- 
ewed  from  the  literature  have  exten- 
jve  myocardial  damage  as  a feature  in 
nmmon.  In  most  of  the  cases  it  was 
isociated  with  congestive  failure  or  sud- 
m death  due  to  cardiac  disease.  There 
frequently  seen  at  necropsy  an  extraor- 

Inary  amount  of  myocardial  damage  un- 
isociated  with  clinical  findings  regarded 
i indicative  of  cardiac  dysfunction.  The 
luthors  recognize  that  the  heart  has  ex- 
■aor dinary  ability  to  function  in  spite 
et  severe  damage  and  thus  may  present 
(ily  minor  signs,  which  are  easily  over- 
inked or  undervalued. 

ise  of  syphilitic  heart  disease.  Case 
Records  of  Massachusetts  General 
Hospital.  Tracy  B.  Mallory,  Editor. 
"jNew  England  J.  Med.,  Boston,  225: 
155-159,  July  24,  1941. 

1 This  is  the  case  record  of  a 47-year-old 
0 borer  who  died  in  the  hospital.  A post 
itbrtem  examination  showed  dissecting 
eurysm  of  the  aorta,  with  rupture  into 
e pericardium,  media  necrosis  aortica 
stica,  syphilitic  aortitis,  cardiac  hyper- 
>phy,  chronic  rheumatic  endocarditis 
th  aortic  stenosis. 

The  clinical  diagnosis  had  been  coro- 
ry  thrombosis,  syphilitic  and  hyper- 
lsive  heart  disease,  syphilitic  aortitis, 
d aortic  regurgitation. 

A.t  the  age  of  23  years,  this  patient  had 
d a penile  chancre. 

A-bout  17  months  before  his  first  ad- 
ssion  to  hospital  he  (a  known  syphi- 
-C)  presented  himself  to  the  out-patient 
ipartment  for  advice  regarding  the  per- 
■mance  of  manual  labor.  He  had  signs 
ri  Isyphilitic  heart  disease,  his  Hinton  test 
i Is  positive,  a spinal  fluid  Wassermann 
r it  was  positive.  His  blood  pressure  was 
iti  >/105.  Antisyphilitic  treatment  was 
b!  ministered  and  he  was  allowed  to  do 
rl  tit  work.  He  remained  well  without 
it  ns  of  heart  failure.  His  blood  pres- 
ri  'e  ranged  between  205/140  and  105/90. 
Hi  -Six  weeks  before  his  first  admission,  he 
di  1 a cold  in  his  chest,  with  a dry  cough 
at  it  finally  produced  small  amounts  of 
afcck  yellow  sputum.  On  the  day  of  his 
flit  admission  he  suddenly  began  to 
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cough  up  small  amounts  of  bright  red 
blood  every  2 or  3 minutes  until  he  had 
raised  about  IV2  cupfuls.  There  were  no 
accompanying  symptoms  and  no  pain. 
The  patient  was  in  the  hospital  2 weeks. 
He  had  no  more  hemoptysis  during  his 
hospital  stay.  On  the  fifth  hospital  day 
a roentgenogram  showed  a line  of  in- 
creased density  perpendicular  to  the  dia- 
phragm in  the  medial  portion  of  the  right 
lower  lung  field,  with  a wedge-shaped 
area  of  consolidation  close  to  it,  appar- 
ently far  posteriorly.  No  fluid  was  seen 
in  the  pleural  cavity.  Two  weeks  after 
admission  a roentgenogram  of  the  chest 
showed  that  the  area  of  dulness  had  com- 
pletely disappeared.  The  patient  was 
discharged. 

On  admission  to  hospital  2 years  later, 
his  blood  Hinton  test  was  still  positive 
(although  treatment  had  been  kept  up  for 
2 years)  and  his  blood  pressure  was  about 
190/100.  A roentgenogram  taken  8 
months  before  showed  that  the  heart  had 
increased  slightly  in  size  since  the  previ- 
ous examination,  the  enlargement  being 
in  the  left  ventricle.  A to-and-fro  mur- 
mur over  the  aortic  area  and  down  the 
left  border  of  the  sternum  was  noted  fre- 
quently, as  well  as  an  apical  diastolic 
blow.  Three  hours  before  his  second  ad- 
mission, after  a meal,  the  patient  had  a 
sudden,  severe,  nonradiating  substernal 
pain,  which  was  constant  and  still  pres- 
ent on  admission.  Nausea  and  vomiting 
followed,  with  rapid  cyanosis  and  cold, 
clammy  extremities.  He  was  orthopneic. 
The  blood  pressure  was  60/0,  the  pulse 
barely  discernible  (rate  90  per  minute). 
The  heart  sounds  were  of  fair  quality, 
with  occasional  extrasystoles  and  a dia- 
stolic murmur  along  the  left  sternal  bor- 
der. The  heart  was  enlarged,  the  apex 
being  in  the  anterior  axillary  line.  There 
was  no  peripheral  edema.  An  electro- 
cardiogram showed  a normal  rhythm, 
with  a rate  of  90  and  a P-R  interval  of 
0.15  second.  There  was  a depressed  take- 
off in  STi  and  ST2,  with  a prominent  Ti 
and  T2.  Ts  was  upright,  and  R4  low,  with 
a depressed  take-off  in  S'T4. 

The  patient  died  8 hours  after  admis- 
sion, without  change  in  his  physical  signs. 
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LABORATORY 

RESEARCH 

Contribution  to  Hilgermann’s  spiroche- 
tal vaccine.  Reply  to  the  report  of 
R.  Hilgermann,  1941,  No.  6.  K.  Zieler. 
Dermat.  Wchnsehr.,  Leipzig,  112:  345- 

349,  May  3,  1941. 

The  author  discusses  at  length  the  work 
of  Neuber  and  Hilgermann  on  the  con- 
troversial subject  whether  Hilgermann’s 
vaccine  consists  of  true  syphilis  spiro- 
chetes or  whether  it  is  a nonspecific  vac- 
cine. The  author  considers  it  to  be  a 
nonspecific  vaccine  because  proof  that  it 
consists  of  Spirochaetae  pallidae  is  still 
lacking.  He  quotes  the  conclusions  of 
Albrecht,  who  carried  out  fundamental 
and  careful  animal  experiments,  as  fol- 
lows : “Neither  by  direct  transmission  ex- 
periments nor  by  lymph  node  transfer, 
nor  by  means  of  superinfection  were  we 
able  to  furnish  proof  that  the  spirochete 
cultures  of  Hilgermann  used  in  the  inves- 
tigation contain  syphilis  spirochetes  path- 
ogenic for  animals.”  The  author  con- 
cludes by  stating  that  if  Hilgermann  does 
not  consider  Albrecht’s  results  conclusive, 
he  should  submit  a “virulent”  spirochete 
culture  to  the  State  Institute  for  Experi- 
mental Therapy  at  Frankfurt  am  Main 
where  it  can  be  studied  by  experienced 
but  impartial  investigators. 

Concluding  reply  to  the  preceding  dis- 
cussion of  K.  Zieler.  R.  Hilgermann. 
Dermat.  Wchnsehr.,  Leipzig,  112:  349- 

350,  May  3,  1941. 

Hilgermann  states  that  the  view  of 
Zieler  according  to  which  nonpathogenic 
antigen  does  not  produce  protective  sub- 
stances is  incorrect.  Nonpathogenic  anti- 
gens can  undoubtedly  stimulate  the  dis- 
eased organism  to  produce  protective  sub- 
stances. This  is  the  essential  object  of 
vaccine  therapy.  The  tests  of  virulence 
or  avirulence  in  the  animal  experiment 
represent  something  entirely  different 
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from  the  stimulation  of  animal  or  hum 
cells  for  the  formation  of  antibodies,  j 

In  answer  to  Zieler ’s  criticism  (Mj 
Klin.,  No.  3,  p.  60,  1941)  that  the  cui 
obtained  by  Hilgermann  in  tabes  rep 
sent  spontaneous  remissions,  Hilgerma 
replies  that  it  is  remarkable  that  so  ma 
of  these  so-called  remissions  occurred  ] 
the  groups  of  patients  treated  with  tlj 
vaccine.  He  also  states  that  the  serolo? 
reversal  in  tabes  and  congenital  syphi! 
is  to  be  attributed  to  the  treatment  wi 
this  specific  vaccine. 

Hilgermann  further  states  that  if  1 
brecht  at  the  Serotherapeutic  Institute 
Frankfurt  am  Main  has  so  much  ex] 
rience  in  the  field  of  experimental  syphi 
then  it  should  have  been  easy  for  h 
to  transform  Hilgermann’s  avirule 
strains  into  virulent  strains  by  culturi 
them  in  a phosphorus-free  atmosphe 
Hilgermann  however  does  not  furni 
proof  here  that  he  himself  has  cultur 
these  virulent  strains  from  his  avirule 
strains. 

The  treatment  of  syphilitic  infectio 

with  Spirochaeta-pallida  vaccine. 

Hilgermann.  Med.  Klin.,  Berlin,  3 

60-61,  Jan.  17,  1941. 

The  author  briefly  reviews  the  liteij 
ture  in  regard  to  the  favorable  thei 
peutic  results  obtained  by  various  0| 
tliors  by  means  of  Hilgermann’s  spb| 
chetal  vaccine.  This  vaccine  consists,  £i 
cording  to  the  author’s  description,  of 
suspension  of  a pallida  culture  4 to, 
weeks  old  which  has  been  rendered  avir 
lent  by  growing  it  in  the  presence  | 
phosphorus. 

Two  cases  of  tabes,  2 of  congeniti 
syphilis,  and  1 of  acquired  syphilis  whi 
were  treated  by  means  of  this  vaccii 
are  here  reported.  Vaccine  injection 
were  given  every  10  days  to  every  3 or] 
weeks,  the  patients  receiving  8 to  13  i 
jections.  Complete  remission  was  o| 
tained  in  both  cases  of  tabes.  The  Waj 
sermann  reaction  in  both  cases  of  coi 
genital  syphilis  as  well  as  in  the  case  J 
acquired  syphilis  became  negative  follow 
ing  this  treatment.  Vaccine  therapy  wi 
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allowed  by  treatment  with  arsphenamine 
ad  bismuth  in  the  cases  of  tabes,  the 
:her  patients  having  received  a consid- 
•able  amount  of  this  type  of  therapy  be- 
!>re  vaccine  treatment  was  resorted  to 
id  which  had  produced  little  effect. 
Hilgermann  concludes  that  whenever 
itisyphilitic  drugs  and  fever  therapy  do 
it  cure  the  infection,  vaccine  therapy 
indicated,  because  it  stimulates  the 
brmation  of  immune  bodies  and  thus 
lings  about  cure.  He  believes  it  is  also 
issible  that  spirochetal  vaccine  treat- 
ent  early  in  the  course  of  a syphilitic 
fection  will  increase  the  resistance  of 
e body  and  thus  make  the  usual  anti- 
philitic  drugs  more  effective. 

iethods  used  in  the  differentiation  of 
culture-spirochetes.  A further  contri- 
bution to  Hilgermann’s  spirochetal 
vaccine.  B.  Albrecht.  D e r m a t. 
Wehnschr.,  Leipzig,  112:  351-355,  May 
3,  1941. 

At  the  request  of  the  editors,  Albrecht 

Ifers  this  report  on  the  modern  methods 
id  criteria  used  in  differentiating  Spiro- 
rneta  pallida  cultures  from  those  of 
her  spirochetes. 

I Morphology  is  of  no  value  whatsoever 
lace  the  forms  of  S.  pallida  are  ex- 
lemely  variable  in  culture.  Staining  also 
It  of  little  help  in  definitely  differentiating 
I pallida  since  S.  pallida,  as  the  name 
liplies,  stains  poorly.  Culture  also  can- 
id  be  used  since  the  cultivation  of  S. 
Iillida  has  not  yet  been  worked  out. 
I.brecht  states  that  he  cannot  here  dis- 
I ss  the  problem  of  S.  pallida  culture,  on 
I tiich  numerous  studies  have  been  made 
I the  past  36  years,  but  that  he  wants 
I mention  the  fact  that  the  earlier  au- 
lors  who  had  succeeded  in  culturing  S. 
Iillida  were  themselves  doubtful  that 
lese  cultures  represented  true  cultures 
^ this  organism.  That  serology  with  its 
Isthods  for  the  differentiation  of  spiro- 
letes,  in  view  of  the  above  described 
ditus  of  the  culture  question,  cannot  be 
lilized  seems  obvious,  since  serologic 
ladies  can  be  applied  with  certainty  only 
Men  absolutely  pure  cultures  are  used. 

nereal  Disease  Information,  October  1941 


The  reproduction  of  the  same  disease  by 
means  of  a pure  culture  of  the  same 
pathogenic  organism  in  a normal  being, 
which  is  the  last  requirement  of  Koch’s 
triad,  has  been  the  goal  which  all  of  the 
earlier  investigators  have  tried  to  attain 
in  animal  experiments  in  order  to  deter- 
mine definitely  that  their  cultures  were 
true  cultures  of  S.  pallida.  Therefore  of 
all  the  microbiologic  methods  the  only 
method  of  value  for  the  identification  of 
S.  pallida  at  the  present  time  is  that  cf 
lymph  node  transfer  and  of  superinfection 
of  animals  having  a latent  infection. 

Albrecht  explains  the  fact  that  syphili- 
tic lesions  have  been  produced  with  cul- 
tures by  attributing  the  apparent  viru- 
lence of  the  cultures  to  the  fact  that  some 
S.  pallidae  have  been  preserved  in  the 
culture  medium  but  that  they  have  not 
multiplied  in  the  culture.  This  view  is 
supported  by  the  fact  that  the  so-called 
pallida  cultures  lose  their  pathogenicity 
after  more  or  less  numerous  transfers. 
He  says  it  is  possible  to  keep  such  cultures 
growing  for  many  years  because  only  the 
saprophytic  spirochetes  have  retained  the 
power  of  reproduction. 

Albrecht  and  coworkers  also  considered 
proof  of  pathogenicity  and  infectiousness 
to  be  essential  in  identifying  any  culture 
of  spirochetes  submitted  to  them  for  im- 
mune-biologic studies.  Albrecht  here 
states  that  he  investigated  the  spirochetal 
strains  of  Hilgermann  and  of  E.  Hoff- 
mann, of  which  he  had  obtained  com- 
paratively early  transfers,  in  a large  series 
of  animal  experiments.  He  found  these 
strains  to  be  nonpathogenic  in  all  of  the 
rabbit  transfers  and  they  in  no  way  re- 
sembled S.  pallida.  E.  Hoffmann  later 
himself  recognized  his  strain  to  be  a non- 
pallida strain. 

With  the  five  transfers  of  Hilgermann’s 
spirochetal  culture,  of  which  only  the 
fourth  was  free  from  bacterial  contami- 
nation, experiments  were  carried  out  on 
74  rabbits  and  50  mice.  The  results 
showed  that  neither  in  the  direct  experi- 
ment nor  by  means  of  lymph  node  or 
brain  transfer  of  rabbits  and  mice  to  nor- 
mal  animals,  nor  by  means  of  superin- 
fection with  pallida  strains  could  either  a 

379 


manifest  or  latent  syphilitic  infection  be 
produced  in  the  animals  infected  with 
culture  transfers.  These  results  showed 
conclusively  that  the  Hilgermann  spiro- 
chetal cultures  submitted  to  Albrecht 
contained  no  S.  pallidae  which  could  be 
demonstrated  in  the  animal  experiment. 
In  answer  to  Hilgermann’s  criticism  that 
several  transfers  of  cultures  should  have 
been  carried  out  on  phosphorus-free  me- 
dium in  order  to  reestablish  the  virulence 
of  his  spirochetes,  Albrecht  replies  that 
he  has  not  even  attempted  this  problem- 
atic method  because  on  the  basis  of  his 
experience  with  lymph  node  transfers  the 
body  of  a susceptible  healthy  animal  could 
be  expected  to  have  a much  better  regen- 
erative effect  on  the  spirochetes  than  the 
above  procedure. 

Albrecht  poses  two  questions. 

1.  Has  Hilgermann  cultured  S.  pallida? 
He  answers  it  by  stating  that  in  spite  of 
the  great  significance  of  this  question  the 
final  solution  of  which  would  be  as  im- 
portant as  the  discovery  of  S.  pallida, 
Hilgermann  has  furnished  no  evidence  to 
support  his  claims.  Since  Hilgermann’s 
culture  method  was  first  reported  10 
years  ago,  no  one  else  has  even  attempted 
to  test  its  suitability  for  the  growth  of 
S.  pallida.  It  was  not  until  1940  that 
Gohring  reported  that  with  the  method 
of  Hilgermann  the  attempted  culture  of 
S.  pallida  was  unsuccessful.  Albrecht 
states  that  since  Hilgermann  furnished 
no  proofs  for  his  claims,  the  experience  in 
regard  to  the  culture  of  S.  pallida  which 
has  been  recorded  in  the  world  literature 
and  the  lack  of  pathogenicity  of  his  cul- 
tures as  determined  by  Albrecht  are  suffl 
cient  basis  at  least  to  doubt  that  Hilger- 
mann has  cultured  S.  pallida. 

2.  Has  Hilgermann  rendered  S.  pallida 
nonpathogenic  by  means  of  his  culture 
method?  This  question  is  really  already 
answered  because  of  the  doubt  that  ac- 
tual S.  pallidae  were  present  in  the  cul- 
tures for  any  length  of  time.  Further- 
more, there  is  no  reason  for  not  assuming 
that  Hilgermann’s  cultures  had  the  same 
fate  as  those  of  other  investigators  who 
used  a differently  prepared  medium. 
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The  treatment  of  syphilis  with  Hilge- 
mann’s  vaccines — Hilgermann  himsfCi 
never  refers  to  his  spirochetal  vaccines  j 
pallida  vaccines — consists  not  of  S.  pah 
dae  which  have  been  made  nonpathogerp 
but  at  best  of  dead  pathogenic  and/| 
saprophytic  spirochetes. 

In  conclusion  Albrecht  suggests  tht 
in  case  Hilgermann  does  not  give  a moi 
detailed  report  of  his  method  and  result 
and  does  not  submit  his  cultures  to  a re  i 
ognized  spirochete  investigator,  furth  t 
studies  should  be  made  with  young  ctl 
tures.  In  order  to  prevent  an  infecthj 
with  saprophytic  genital  spirochetes,  sj 
rochete  material  should  be  obtained  fro,; 
rabbits  with  closed  testicular  syphiloma: 
A well  known  pallida  strain  should  I 
used  to  infect  these  rabbits  and  submits 
at  the  same  time  to  the  investigators 
the  Landsberger  Institute  (where  Hilge 
mann  is)  and  to  others  who  wish  to  inoc  i 
late  these  cultures  on  Hilgermann’s  m 
dium  and  to  observe  them.  The  anim 
experiments  which  would  be  carried  on 
by  all  investigators  following  each  pos1 
tive  transfer  would  serve  to  clarify  tl 
question  whether  S.  pallidae  become  no 
pathogenic  and  would  fulfill  the  confii 
tions  for  making  isolated  cultures.  A 
brecht  states  that  in  addition  to  his  ow 
institute  there  are  undoubtedly  a numb* 
of  others  able  and  willing  to  cooperate  i 
solving  a problem  which  is  of  the  greate; 
significance  for  the  knowledge  and  contri 
of  syphilis. 

Hyperpyrexia  and  the  specific  gravit 

of  blood.  Stafford  L.  Osborne.  Arc! 

Phys.  Therapy,  Chicago,  22:  407-409 

July  1941. 

Several  investigators  have  explaine 
the  blood  count  changes  in  hyperpyrexi: 
therapy  as  due  to  concentration  phenon 
enon,  and  decreases  in  plasma  volum 
have  been  observed  after  artificially  it 
duced  fever  in  animals.  Gibson  and  Kop 
have  demonstrated  decreased  bloc 
plasma  volume,  as  well  as  decreased  tota 
blood  volume,  after  induction  of  fever. 

In  the  present  study  a temperature  o 
104°  F.  maintained  for  4 hours  was  ir 
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iced  in  10  arthritic  patients  by  means 
the  inductotberm  and  the  heat-insu- 
ted  cabinet.  Fluid  containing  sodium 
loride  was  given  both  as  to  quantity 
id  rate  according  to  the  patient’s  need 
ice  the  primary  object  of  the  study  was 
ascertain  changes  in  the  blood  density 
ider  conditions  of  the  therapeutic  regi- 
on. It  is  believed  to  be  of  considerable 
iportanee  that  once  the  temperature 
ateau  was  reached,  the  patient’s  envi- 
nmental  temperature  was  usually  main- 
ined  below,  or  at,  the  level  of  the  rectal 
mperature. 

Thirty  determinations  of  the  specific 
avity  of  the  blood  and  40  determina- 
>ns  on  the  percentage  change  of  blood 
lids  were  made.  These  were  made  he- 
re induction  of  fever,  at  the  temperature 
ateau,  4 hours  later,  and  finally  when 
ctal  temperature  had  returned  to  nor- 
al.  No  significant  changes  in  the  spe- 
fic  gravity  of  the  blood  were  found. 
Osborne  says  that  apparently  increased 
ood  density  is  not  the  mechanism  re- 
onsible  for  the  changes  occurring  in  the 
ood  cell  count  when  adequate  fluids  are 
Iministered  during  the  course  of  treat- 
ent.  Data  from  these  experiments 
nfirm  those  given  by  Gibson  and  Kopp 
that  there  is  a direct  relation  between 
e gross  water  loss  and  the  environ- 
ental  temperature  of  the  patient.  The 
significant  changes  which  occurred  in 
e specific  gravity  of  the  blood  of  these 
itients  may  be  explained  in  part  as  due 
the  lower  cabinet  temperatures  main- 
ined.  Therefore,  it  is  obvious  that 
ere  are  definite  advantages  in  the 
ethod  for  hyperpyrexia  which  requires 
e lowest  environmental  temperature 
|r  the  induction  and  maintenance  of 
ie  desired  febrile  plateau. 

:nal  lesions  resulting  from  sulfathia- 

zole.  D.  R.  Climenko  and  O.  W.  Bar- 
low.  Lancet,  London,  1:  770-771,  June 
14,  1941. 

It  has  been  pointed  out  that  while  there 
a rational  basis  for  the  administration 
alkali  during  the  course  of  therapy 
ith  sulfanilamide,  no  such  rationale  ex- 
p for  the  use  of  alkali  during  therapy 
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with  sulfapyridine  or  sulfathiazole.  In 
this  letter  to  the  editors,  the  authors  state 
that  this  statement  is  true  insofar  as  the 
production  of  acidosis  is  concerned,  for 
neither  sulfapyridine  nor  sulfathiazole 
will  produce  the  alkali  loss  known  to  fol- 
low the  administration  of  sulfanilamide. 
It  fails,  however,  to  take  into  account  the 
fact  that  these  drugs  are  more  soluble  in 
neutral  or  slightly  alkaline  media  than 
in  acid  media. 

The  practical  importance  of  the  in- 
creased solubility  of  these  compounds 
as  the  pH  of  the  menstruum  approaches 
neutrality  or  becomes  alkaline  is  of  the 
highest  order.  One  of  the  principal  toxic 
reactions  of  sidfapyridine  and  sulfathi- 
azole is  their  tendency  to  form  calculi  in 
the  renal  tract  with  a resultant  interfer- 
ence in  renal  function. 

The  urine  of  patients  given  large  doses 
of  certain  sulfonamide  compounds  often 
contain  masses  of  insoluble  crystals,  and 
many  cases  have  been  reported  in  which 
these  crystals  have  caused  serious  dis- 
turbances or  even  death.  The  adminis- 
tration of  the  drugs  to  animals  has  pro- 
duced the  same  toxic  effect.  The  authors 
describe  experiments  with  five  monkeys 
who  were  given  1 gm.  per  kg.  per  day 
for  28  days  of  sulfathiazole  by  stomach 
tube,  without  sodium  bicarbonate.  A 
second  series  of  five  monkeys  was  given 
the  same  dosage  of  sulfathiazole  plus  the 
same  amount  of  sodium  bicarbonate  (1 
gm.  per  kg.  per  day).  Four  of  the  five 
animals  in  the  first  group  died,  and 
autopsy  showed  severe  inflammation  of 
the  renal  tract  involving  the  renal  me- 
dulla, the  renal  cortex,  the  renal  pelvis, 
the  ureters,  and  the  bladder.  In  the 
second  series  no  untoward  effects  were  ob- 
served, and  all  animals  survived  28  days 
of  medication.  In  two  animals  of  the 
second  group,  sacrificed  on  the  29th  day, 
no  macroscopic  lesions  could  be  found, 
and  histologic  examination  revealed  only 
slight  parenchymatous  degeneration. 

In  the  opinion  of  the  authors,  the  strik- 
ing difference  in  the  renal  lesions  in  the 
two  series  can  only  be  attributed  to  an 
increased  solubility  of  the  drug  in  the 
slightly  alkaline  urine  resulting  from  the 
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administration  of  the  sodium  bicarbonate, 
which  is  sufficient  to  prevent  the  precipi- 
tation of  the  drug  in  the  renal  parenchyma 
and  thus  maintain  the  integrity  of  renal 
function,  in  spite  of  excessive  medication. 


PUBLIC  II  E ALT  II 
ADMINISTRATION 


Ohio  joins  States  requiring  premarriage 

examination.  Ohio  State  M.  J.,  Co- 
lumbus, 37:  784-788,  Aug.  1941. 

A large  number  of  persons  and  prac- 
tically every  physician  in  Ohio  will  be 
directly  affected  by  a measure  (Senate 
Bill  141)  passed  by  the  94th  General  As- 
sembly, which  will  become  a law  on 
August  18,  1941,  requiring  each  applicant 
for  a marriage  license  to  furnish  a physi- 
cian’s statement,  rendered  after  an  ap- 
propriate medical  examination,  to  the 
effect  that  such  applicant  is  not  infected 
with  syphilis,  or  if  so  infected,  is  not  in 
a stage  of  that  disease  which  is  communi- 
cable or  likely  to  become  communicable. 

Section  11186,  which  covers  the  solem- 
nization of  marriages  in  churches  which 
require  the  publication  of  banns,  has  been 
amended  to  require  that,  before  the  first 
publication  of  the  banns,  the  clergyman 
or  spiritual  head  of  the  church  in  which 
the  banns  are  to  be  published  must  secure 
from  the  persons  desiring  to  be  married 
evidence  of  the  fact  that  a statement 
signed  by  a licensed  physician  of  Ohio  has 
been  filed  with  the  clerk  of  the  probate 
court  of  the  county  in  which  the  woman 
resides.  This  statement  must  certify 
that,  in  the  opinion  of  the  physician, 
neither  of  the  applicants  is  infected  with 
syphilis  in  a form  that  is  or  is  likely  to 
become  communicable.  It  must  show 
that  an  acceptable  serologic  test  for 
syphilis  was  performed. 

No  license  may  be  granted  when  either 
of  the  parties  is  an  habitual  drunkard, 
epileptic,  imbecile,  or  insane  person,  or 
when  either  of  the  parties  is  under  the 
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influence  of  an  intoxicating  liquor 
narcotic  drug. 

A list  of  laboratories  approved  by  in- 
state department  of  health  is  given,  j 
ceptable  tests  are  the  Eagle,  Hint 
Kahn,  Kline,  and  Kolmer.  The  St: 
department  of  health  laboratories  w 
perform  the  tests  only  when  the  physici 
certifies  that  the  applicant  is  unable 
pay  for  a serologic  test  in  an  approx 
laboratory. 

If  either  or  both  of  the  applicants  i 
marriage  license  are  resident  of  anotl 
State  which  has  a similar  law  requiring  * 
serologic  test  and  a physician’s  examii 
tion  before  marriage,  the  applicant  m 
present  a certificate  from  an  officer  e 
powered  to  issue  marriage  licenses  in  tb 
State,  certifying  that  the  laws  of 
State  have  been  complied  with  and  tbtt!l 
the  applicant’s  physical  condition  is  su 
that  he  could  be  married  in  that  Sta  ® 
The  physician’s  statement  shall  be  acco; 
panied  by  a statement  from  the  persi 
in  charge  of  the  laboratory  making  t'. 
test.  This  statement  shall  give  the  nari 
of  the  test,  the  date  that  it  was  made,  tl  15 
name  and  address  of  the  physician 
whom  a report  was  sent,  and  the  exa 
name  and  address  of  the  person  who:)  & 
blood  was  tested.  The  results  of  the  te 
shall  not  be  given  on  the  statement. 


More  new  laws  to  guard  family  healt 
A summary  of  State  legislation  f( 
premarital  and  prenatal  examinatioi 
against  syphilis.  W.  George  Goul 
•T.  Social  Hyg.,  New  York,  27:  277-27 
June  1941. 


* 


a 

:• 


'■ 


Popular  enthusiasm  continues  for  pr 
marital  and  prenatal  examination  law  fi 
as  effective  means  of  protecting  home  an  f 
family  life  from  the  menace  of  syphili:  it, 
Since  1935,  when  the  first  legislation  cl, 
this  type  was  adopted  in  Connecticut,  3 ; . : ■ 
States  have  passed  either  premarital  cj  n 
prenatal  examination  laws,  or  both,  seif  * 
ting  an  unusual  record  for  law-makin)J 
speed  and  activity.  = :t 

During  the  past  legislative  year  fir 
States  passed  laws,  to  encourage  syphilis  \k 
free  marriages.  They  are  Iowa,  Maine  1% 
Ohio,  Utah,  and  Vermont.  A total  of  2 4) 
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tates  bow  require  the  prospective  bride 
nd  groom  to  submit,  before  issuance  of 
t tie  marriage  license,  to  examinations  in- 
cluding a blood  test  for  detection  of 
(yphilis.  Seven  other  States  have  laws 
adiich  require  either  a physician’s  certifi- 
cate for  the  male  only  for  freedom  from 
iienereal  disease,  or  prohibit  marriage  of 
ersons  with  venereal  disease,  or  require 
f personal  affidavit  of  freedom  from 
yphilis.  Some  additional  bills  were 
j ending  when  this  article  was  written.  In 
jther  States  similar  legislation  is  already 
_ nder  consideration  for  the  next  legis- 
jitive  year. 

l:  Twenty -five  States  now  seek  to  protect 
ade  health  of  babies  by  requiring  that 
jhysicians  include  a serologic  test  for 
H yphilis  as  a part  of  the  examination  of 
j very  pregnant  woman.  Six  of  these 
tates  (Connecticut,  Nevada,  Oregon, 
j It  ah,  Vermont,  and  Wyoming)  passed 
[fws  to  this  effect  during  the  1941  legis- 
s itive  year.  In  some  States,  legislation 
j |£  this  type  is  still  pending.  Similar  bills 
, re  being  prepared  in  other  States  for 
( insideration  in  1942. 

Under  this  type  of  law  physicians  and 
s jiidwives  are  required  to  see  that  blood 
i(  :?sts  are  secured  on  pregnant  women 
j ho  seek  prenatal  care.  Medical  records 
row  that  if  a syphilitic  condition  is  dis- 
ivered  early  in  pregnancy  and  adequate 
'eatment  given,  the  baby  has  a 95-per- 
int  chance  to  be  born  free  from  syphilis. 


venereal  cases  can  get  free  treatment 
from  the  district  physicians.  Iceland  is 
a party  to  an  international  agreement 
(Brussels,  Dec.  1,  1924),  facilitating  med- 
ical treatment  of  venereal  diseases  for 
sailors  of  the  mercantile  marine. 

Venereal  diseases  ( p . 26). — “Gonorrhea 
is  endemic  in  the  towns,  especially  in 
Reykjavik,  although  numerous  cases  are 
brought  home  from  abroad  by  Icelandic 
seamen  and  other  seafaring  people,  or  the 
infection  may  be  traced  to  foreign  seamen 
who  stay  in  this  country.  Besides  this, 
gonorrhea  occasionally  occurs  in  villages 
and  fishing  stations,  but  it  is  only  very 
rarely  that  a case  is  found  in  the  rural 
districts.  During  the  last  few  years  400- 
600  cases  (including  foreigners)  have 
been  recorded  by  doctors,  and  it  seems 
that  the  disease  is  rather  increasing. 
Syphilis  is,  on  the  other  hand,  very  rare 
in  Iceland  and  in  by  far  the  most  numer- 
ous cases  infection  took  place  abroad,  but 
it  does,  however,  happen  that  an  occa- 
sional infection  is  effected  in  the  country 
itself.  Chancre  (ulcus  molle)  may  be 
said  to  be  unknown  as  far  as  the  Ice- 
landers are  concerned.  Freedom  in  love 
affairs  and  sexual  licence  is  undoubtedly 
no  less  among  the  Icelanders  than  is  the 
custom  with  other  people,  of  which  vari- 
ous evidences  may  be  seen  (illegitimate 
children  about  20  percent ) . On  the  other 
hand  prostitution  hardly  exists  at  all  in 
Iceland.” 


ealth  in  Iceland.  Vilmundur  Jonsson. 

I Reprint  from  the  Report  on  Public 
Health  in  Iceland  1938.  29  pages. 

Reykjavik,  1940. 

Venereal  Diseases  Act  ( amended  last  in 
■932)  (p.  18). — The  Venereal  Diseases 
i-Ct,  as  enforced  in  1932,  places  emphasis 
n general  instruction  about  the  nature 
E these  diseases,  directions  for  direct 
f.revention  against  infection,  and  facili- 
es  for  the  patients  to  obtain  safe  medi- 
al aid  which  is  provided  at  the  expense 
f the  public,  including  stay  in  hospitals 
'hen  necessary.  A free  clinic  is  main- 
lined in  Reykjavik  for  this  purpose  by  a 
ipecialist  who  receives  a permanent  sal- 
ary from  the  State.  In  other  places 


How  many  people  have  syphilis?  A brief 
report  on  prevalence  of  syphilis  in  the 
United  States.  Charles  Walter  Clarke, 
Marie  di  Mario  and  Mary  S.  Edwards. 
J.  Social  Hyg.,  New  York,  27:  269-276, 
June  1941. 

The  authors  state  that  some  dissension 
has  recently  arisen  concerning  the  ac- 
curacy of  estimates  of  the  prevalence  of 
syphilis  in  the  United  States.  Many 
widely  differing  estimates  have  been  is- 
sued, but  these  differences  may  be  attrib- 
uted largely  to  variations  in  the  inter- 
pretations of  figures.  There  has  been 
confusion  in  employing  terms  commonly 
used  in  discussing  the  prevalence  of 
syphilis.  The  error  is  frequently  made 
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of  attributing  to  the  whole  population  a 
rate  of  prevalence  based  on  a small  and 
unrepresentative  portion  of  the  popula- 
tion. A clear  statement  of  the  criteria 
used  to  indicate  the  presence  of  syphilitic 
infection  is  sometimes  lacking. 

There  are  four  important  points  to  be 
considered  in  estimating  the  prevalence 
of  syphilis:  (1)  The  population  sample 
should  be  divided  into  the  same  sex  and 
color  ratios  as  that  of  the  entire  popu- 
lation. Age  and  economic  factors  are  sig- 
nificant in  connection  with  syphilis.  (2) 
All  examinations  included  in  the  survey 
should  be  routinely  performed.  (3)  A 
suitable  period  of  time  should  be  selected 
during  which  examinations  included  in 
the  survey  should  be  performed.  (4)  Se- 
rologic tests  used  as  a criterion  for  de- 
termining the  presence  of  syphilis  involve 
a certain  amount  of  error  in  the  direction 
of  underestimation.  False  negative  tests 
greatly  outnumber  false  positive  tests. 

The  authors  compiled  reports  of  sero- 
logic tests  on  a total  of  more  than  4 
million  persons.  Each  group  study  re- 
ported was  then  carefully  reviewed  from 
the  above  four  points,  and  it  was  found 
that  many  of  the  tests  were  not  performed 
according  to  the  requirements  for  inclu- 
sion in  this  study.  Only  tests  made  dur- 
ing the  years  1935  through  1940  were 
used.  After  elimination  on  the  basis  of 
time  limit  and  on  the  routine  nature  of 
performing  the  blood  tests,  a total  of 
1,897,599  cases  remained  for  the  years 
1935  through  1940. 

Of  the  1,897,599,  61,403  ( 3.24  percent) 
were  positive.  Of  458,878  males,  15,060 
(3.28  percent)  had  positive  tests.  Of 
613,707  females,  14,996  (2.44  percent)  had 
positive  tests.  Of  694,890  white  persons, 
10,051  (1.45  percent)  had  positive  tests. 
Of  110,823  Negroes,  16,687  (15.06  percent) 
had  positive  tests.  Thus,  the  crude  rate 
was  3.24  percent.  The  rate  weighted  by  sex 
was  2.86  percent.  The  rate  weighted  by 
color  was  3.13  percent.  The  authors  as- 
sume, for  all  practical  purposes,  that  the 
prevalence  of  syphilis  in  the  United 
States  was  3 per  100  population  for  the 
period  1935  to  1940. 


:: 


v. 


The  percentage  of  positive  tests  fou 
among  various  groups  was  as  follovl® 
(1)  741,088  applicants  for  marriage  1 me 
censes,  1.37  percent;  (2)  282,667  expe  to 
ant  mothers,  1.69  percent;  (3)  299, c le 
hospital  patients,  5.58  percent;  (4)  22, t itr; 
persons  in  various  relief  groups,  9.16  pi 
cent;  (5)  183,718  industrial  employefi 
5.43  percent;  (6)  37,185  domestic  se: 
ants,  11.70  percent;  (7  ) 37,647  food  lufits 
dlers,  4.95  percent ; (8)  5,066  barbers  a 
beauticians,  5.74  percent;  (9)  4,686  bio 
donors,  1.71  percent;  (10)  475  midwiw 
5.26  percent;  (11)  12,001  jail  inmat 
19.75  percent ; ( 12 ) 155,497  private  [ 
tients,  3.06  percent;  (13)  7,366  enlist 
men,  1.72  percent;  (14)  4,287  life  insi 
ance  applicants,  1.00  percent ; (15)  10,lfca 
students,  0.37  percent;  (16)  93,479  m 
cellaneous  voluntary  examinations,  3. 
percent. 

The  rate  of  3 percent  is  a general  ral 
based  on  a Nation-wide  sample,  and  it 
not  applicable  to  any  one  region.  T1 
authors  conclude  that  it  seems  to.  be  d 
sirable  to  collect  data  of  this  nature  sj 
tematically  so  that  -some  trend  may  1 
established  and  so  that  the  extent 
the  prevalence  of  syphilis  may  be  dete 
mined  for  occupational,  age,  and  cob 
groups. 


HE 

lei 


The  social  cankers.  Otey  J.  Porte 
Southern  Practitioner,  Nashville,  3' 
7-17,  Jan.  1915.  (Also  J.  Tenness< 
M.  A.,  Jan.  1915.) 


This  address,  delivered  as  the  Pres 
dent’s  Address  at  a public  meeting  of  tl 
Middle  Tennessee  Medical  Association  i 
1914,  has  been  reprinted  and  distribute 
in  1941  by  permission  of  the  autho 
Porter  began  his  address  by  saying  the 
the  physician  who  ventures  to  discus 
publicly  the  relation  of  venereal  diseas 
to  social  welfare  must  forego  the  hope  c 
popular  approval  and  become  an  adept  * 
dodging  verbal  brickbats.  If  he  did  nc 
hope  for  the  final  triumph  of  knowledg 
over  ignorance,  he  would  not  be  so  foo 
hardy  as  to  invite  the  odium  incident  t 
discussing  this  tabooed  theme.  He  be 
lieved,  however,  that  the  game  was  wort! 
the  candle. 
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I Two  principal  methods  of  attacking 
lenereal  diseases  have  been  tried  from 
I me  to  time;  one  is  moral  culture,  the 
ther  legal  force.  Both  are  failures, 
he  first  ignores  what  is  self-evident  on 
very  hand,  that  moral  restraint  operates 
leffectually  in  the  presence  of  passion 
nd  opportunity.  The  second  plan  has 
)mpletely  failed  in  Europe  and  in  the 
arts  of  the  United  States  where  it  has 
sen  tried.  The  spread  of  plague  or 
lolera  could  not  be  controlled  by  segre- 
ating  one  fourth  of  the  persons  in  a 
>wn  and  allowing  the  other  three  fourths 
D visit  them  as  they  desired. 

Porter  says  the  only  sensible  way  to 
)pe  with  the  menace  is  to  look  on  the 
>-called  venereal  diseases  in  exactly  the 
ame  dispassionate,  scientific  spirit  as  all 
ither  communicable  diseases  are  viewed. 


S 

j*;l 

■I 

I 

‘i 
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The  purely  material  matter  of  preventing 
them  must  be  entirely  dissociated  from 
the  question  of  sex  morality.  Venereal 
diseases  should  be  made  reportable.  The 
extent  and  consequence  of  them  should  be 
made  as  familiar  to  the  public  as  they 
are  to  physicians.  Adequate  personal  in- 
struction should  be  supplied  as  to  the 
means  and  measures  that  will  prevent  in- 
fection where  the  possibility  of  infection 
may  exist.  If  progress  in  the  way  of 
lowering  the  rising  tide  of  these  diseases 
is  ever  to  be  made,  prejudice  must  be  laid 
aside  and  the  scientific  principles  of  pre- 
vention applied.  Porter  emphasized  there 
is  no  inconsistency  between  preaching 
idealism  with  reference  to  sex  relation- 
ship and  teaching  prophylaxis  with  ref- 
erence to  venereal  disease. 


383 


’.nereal  Disease  Information,  October  19bl 


RAPID  APPRAISAL  OF  SULFONAMIDE  DRUGS 
IN  THE  TREATMENT  OF  GONORRHEA  IN  THE  MALE 

MONTHLY  REPORT 

DISAPPEARANCE  OF  SYMPTOMS 

BY  END  OF  FOURTH  WEEK  OF  OBSERVATION 


SEVERE 

PATIENTS 

NO  DISCHARGE 

REACTIONS 

STILL 

DRUG  2 GLASS- 

UNDER  RX 

CLEAR  0 

% 

% 

% 

2.3 

70 

SULFATHIAZOLE  8 7 1 

eo  SULFAPYRIDINE  9 3 


NOT 

AVAILABLE 


RELAPSES  NO  TESTS 

NEW  DRUGS 

RAPID  APPRAISAL  REPORTS  ARE  PUBLISHED  EACH  MONTH  ONLY  FOR  DRUGS  IN  GENERAL  USE.  RESULTS 
WITH  NEW  DRUGS  INTRODUCED  FOR  CLINICAL  EXPERIMENTATION  ARE  COMMUNICATED  DIRECTLY  TO  THE 
RESEARCH  CLINICS  AND  TO  THE  PHARMACEUTICAL  LABORATORY  MANUFACTURING  THE  DRUG.  THIS  INFORMATION 
IS  AVAILABLE  TO  OTHERS  UPON  REQUEST. 

SOURCE  - AMERICAN  NEISSERIAN  MEDICAL  SOCIETY  ft  UNITED  STATES  PUBLIC  HEALTH  SERVICE 
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The  Significance  of  Syphilis  in  Pregnancy 

Preliminary  Report 

ERNEST  B.  HOWARD,  M.  D.,  Director 

Division  of  Genitoinfectious  Diseases,  Massachusetts  Department 
of  Public  Health,  Boston,  Massachusetts. 


SYPHILIS  IN  pregnancy  is  important 
ecause  of  the  intimate  relation  which  the 
lother  bears  to  the  fetus.  It  provides 
ne  of  the  closest  and  yet  most  completely 
onsexual  contacts  with  which  the  epi- 
emiologist  in  this  field  has  to  deal.  Here 
s certainly  one  instance  in  the  course  of 
yphilitic  infection  where  the  innocent 
ystander  may  be  affected.  Because  of 
le  innocence  of  the  child  in  relation  to 
ifection  with  congenital  syphilis,  the 
mtrol  of  syphilis  in  pregnancy  has  been 
igarded  with  the  utmost  sympathy  and 
terest  by  physicians,  health  officers,  and 
le  public,  alike. 

It  was  recognized  long  ago  that  a 
■philitic  pregnant  woman  could  transmit 
ie  infection  to  her  offspring.  Para- 
lsus,  as  early  as  1529,  apparently  under- 
ood the  true  significance  of  congenital 
philis  and  was  even  aware  of  the  fact 
at  under  some  circumstances  syphilitic 
others  did  not  pass  the  infection  on  to 
e child.  His  work,  however,  was  neg- 
ated until  1738  when  Astruc  became  in- 
rested  in  the  subject  and  rediscovered 
id  developed  Paracelsus’  ideas.  Shortly 
ereafter,  John  Hunter  introduced  some 
the  most  amazing  misconceptions  in 
e history  of  clinical  medicine.  He  not 
ly  insisted  that  syphilis  and  gonorrhea 
ire  the  same  disease,  but  he  vehemently 
oied  that  syphilitic  pregnant  women 
ild  transmit  the  disease  to  their  prog- 
s''. Because  of  the  high  respect  which 
inter  enjoyed,  his  doctrines  were  ac- 
)ted  by  most  of  his  contemporaries. 


lead  at  the  Eleventh  New  England  Health 
titute,  Boston,  Mass.,  April  3,  1941. 


Fifty  years  later  the  French  investigator 
Ricord  put  clinical  syphilology  on  a sound 
basis  by  conclusively  refuting  the  false 
ideas  of  Hunter.  An  interesting  observa- 
tion made  at  this  time  by  Colles  has  come 
down  to  us  as  Colles’  law : “One  fact  de- 
serving our  attention  is  this : that  a child 
born  of  a mother  who  is  without  any 
obvious  venereal  symptom  and  which, 
without  being  exposed  to  any  infection 
subsequent  to  the  birth,  shows  this  dis- 
ease when  a few  weeks  old ; this  child 
will  infect  the  most  healthy  nurse 
whether  she  suckle  or  merely  handle  and 
dress  it,  and  yet  the  child  is  never  known 
to  infect  its  own  mother  even  though  she 
suckle  it  while  it  has  venereal  ulcers  of 
the  lips  and  tongue.”  Colles  made  no  at- 
tempt to  interpret  this  phenomenon  of 
the  mother’s  immunity  to  her  syphilitic 
infant,  but  it  is  probable  that  he  under- 
stood its  implications,  namely,  that  the 
mother  had  syphilis.  A few  years  later 
Hutchinson  described  the  famous  triad, 
interstitial  keratitis,  Hutchinsonian  teeth, 
and  deafness,  and  noted  even  before 
Kassowitz  the  decreasing  virulence  of  the 
mother’s  syphilitic  infection  for  the  child 
with  successive  pregnancies.  The  modern 
history  of  syphilis  begins  with  the  discov- 
ery of  the  etiologic  agent  in  1905,  the 
Wassermann  test  in  1906,  and  salvarsan 
in  1910,  and  continues  with  the  develop- 
ment of  improved  serologic  tests  for 
syphilis  by  Kahn,  Kline,  Hinton  and 
others,  the  introduction  of  bismuth  and 
recently  mapharsen,  and  the  current  in- 
vestigations of  intensive  drip  therapy. 
The  studies  by  McCord  (I),  McKelvey 
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and  Turner  (2),  Cole  (3),  tlie  Coopera- 
tive Clinical  Group  studies  (!4)  (5),  and 
others  have  done  much  to  elucidate  the 
problems  connected  with  syphilis  in 
pregnancy. 

DIAGNOSIS  OF  SYPHILIS  IN  PREGNANCY 

There  is  evidence  which  suggests  that 
the  diagnosis  of  syphilis  in  pregnant 
women  is  more  difficult  than  in  nonpreg- 
nant women  because  of  the  ameliorating 
influence  of  pregnancy  on  the  course  of 
the  disease.  The  use  of  the  serologic  test 
for  the  detection  of  syphilis  in  pregnancy 
is  of  the  utmost  importance  and  has  re- 
ceived the  emphasis  which  it  deserves. 
The  idea  expressed  in  the  literature  some 
years  ago  that  pregnancy  may  be  one  of 
the  causes  of  a false  positive  test  finds 
no  justification  in  fact.  The  causes  of 
false  positive  tests,  such  as  leprosy,  yaws, 
infectious  mononucleosis,  febrile  condi- 
tions, might,  of  course  be  present  in  preg- 
nant as  well  as  nonpregnant  women, 
but  there  is  no  evidence  that  preg- 
nancy of  itself  causes  false  positive  reac- 
tions. On  the  other  hand,  no  test  detects 
100  percent  of  cases,  the  sensitivity  of 
most  tests  varying  from  70  percent  to  85 
percent.  A certain  proportion  of  preg- 
nant women  with  undoubted  infection, 
therefore,  will  not  have  positive  reactions. 
In  these,  the  diagnosis  has  to  be  based 
on  a careful  history  and  physical  exami- 
nation. One  rule  to  which  there  is  no  ex- 
ception and  which  is  the  explanation  for 
Colles’  law  is  that  any  woman  who  gives 
birth  to  an  infected  infant  has  syphilis 
herself,  regardless  of  any  serologic  find- 
ing. Examination  of  the  pregnant  wom- 
an for  syphilis,  including  a properly  per- 
formed serologic  test,  should  be  done  early 
in  pregnancy,  preferably  before  the  fourth 
month.  The  Cooperative  Clinical  Group 
also  advises  that  the  serologic  test  be  re- 
peated toward  the  end  of  pregnancy,  at 
about  the  seventh  month,  so  that  those 
women  who  acquire  the  disease  during 
pregnancy  will  not  be  missed.  The  diag- 
nosis of  the  disease  in  pregnancy  requires 
as  much  care  and  interpretation  as  in  all 
other  cases  and  should  not  be  made  on  the 


basis  of  a single  positive  serologic  td 
unless  there  is  definite  evidence  of  sypl  • 
litic  infection  in  the  history  or  in  t ; 
physical  examination.  There  is  no  rt  ! 
son  for  relaxing  the  criteria  in  the  dif  | 
nosis  of  syphilis  simply  because  t 
woman  is  pregnant.  In  a patient  wil  j * 
out  other  evidence  of  syphilis,  a positi  > 
test  should  be  repeated  before  the  dis  • 1 


; 


! 1 


nosis  is  made  and  treatment  is  start! 
The  interpretation  of  tests  that  vary  frc 
positive  to  negative  to  doubtful  may 
very  difficult  and  should  be  left  to  the  e 
pert  syphilologist.  Once  the  diagnosis 
established,  every  effort  should  be  ma ; 
to  determine  whether  or  not  the  moth'  - 
has  acquired  or  congenital  syphilis,  sin  ; 
the  prognosis  as  to  congenital  syphilis 
the  baby  can  be  so  entirely  different. 


THE  STATISTICS  OF  SYPHILIS 

IN  PREGNANCY  1 j 

: 

There  is  evidence  that  there  has  bei 
a real  decline  in  the  incidence  of  syphi  i 
in  pregnancy,  and,  therefore,  in  congenil . 
syphilis  during  the  last  20  years.  In 
study  made  by  Hinton  (6)  of  the  serolop!l 
reactions  of  7,755  pregnant  women  w 
were  being  followed  in  Massachuset 
prenatal  clinics  for  the  5-year  peri; 
1915-1919,  5.1  percent  had  positive,  a 
4.8  percent  doubtful  Wassermann  re;  i 
tions.  In  1935  Nelson  (7)  repeated  tlj 
study  of  the  incidence  of  syphilis 
pregnancy  in  clinic  patients  for  the  yes1 
1930-1934.  Among  17,624  pregna  i 
women,  it  was  found  that  1.5  percent  h 
a positive  Wassermann  or  Hinton  re; 
tion,  and  1.1  percent  had  doubtful  re; 
tions.  There  is  reason  to  believe  that  t, 
incidence  is  much  lower  in  patients  w 
go  to  private  physicians. 

The  incidence  of  congenital  syphilis 
any  community  will  vary  directly  wi 
the  incidence  of  early  syphilis  in  tj 
women  of  that  community.  In  gener  i 
the  higher  the  number  of  women  wi. ! 
early  syphilis,  the  higher  the  number  j, 
babies  who  will  be  born  with  the  disea  L 
It  is  therefore  encouraging  to  note  t ( 
many  evidences  of  the  decline  of  eat  ^ 
syphilis  in  Massachusetts.  The  incider  . 
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)f  reported  early  syphilis  has  declined 
xom  a rate  of  56  per  100,000  in  1926  to  15 
>er  100,000  in  1940.  There  are  other  evi- 
lences  of  a real  decline  in  early  syphilis 
n Massachusetts,  into  which  I need  not 
;o  at  this  time.  Many  other  sections  of 
he  country  also  possess  data  which  sug- 
;est  a real  decline  in  the  number  of  early 
■ases. 

It  is  extremely  difficult  to  estimate  the 
;xact  number  of  babies  who  are  affected 
n one  way  or  another  by  syphilis  in  the 
nother.  The  figure  of  60,000  infants  born 
ilive  with  syphilis  each  year  is  the  es- 
imate  put  forward  by  the  Cooperative 
clinical  Group.  This  is  necessarily 
>ased  on  very  crude  data,  and  is  probably 
:oo  conservative.  Furthermore,  it  does 
lot  include  those  infants  who  die  before 
>r  at  the  time  of  birth  from  syphilitic 
nfection.  The  reported  cases  of  congen- 
tal  syphilis  below  the  age  of  one  year 
n Massachusetts  since  1930  show  no  dis- 
inct  trend  until  1937,  since  which  time 
here  has  been  almost  a disappearance  of 
his  type  of  reported  syphilitic  infection, 
n 1940,  only  eight  cases  of  congenital 
yphilis  below  the  age  of  one  year  were 
ieported. 

I’HE  EFFECT  OF  SYPHILIS  ON  THE  CHIU)  IN 
UTEKO 

Syphilis  may  have  variable  effects  on 
he  child  in  utero,  depending  upon  many 
actors,  of  which  the  most  important 
re  the  duration  of  infection  in  the 
aother,  the  amount  of  treatment  received 
'y  the  mother  before  pregnancy,  the 
mount  of  treatment  received  by  the 
bother  during  pregnancy,  and  the  time 
uring  the  pregnancy  at  which  treatment 
s started.  No  one  of  these  variable 
actors  can  be  considered  independently 
f the  others,  a practice  which  has  been 
io  common  in  the  studies  of  the  last  15 
ears.  The  fetus  may  be  infected  rela- 
vely  early  in  pregnancy  and  be  destroyed 
y an  overwhelming  infection  with  re- 
nting death  and  miscarriage.  A less 
avere  infection  may  cause  death  of 
le  infant  late  in  pregnancy,  or  at  full 
irm.  Some  infants  are  born  apparently 
ormal,  only  to  develop  serious  compli- 

enereal  Disease  Information,  November  19il 


cations  during  the  first  few  months  of 
life  to  which  they  may  succumb.  Others 
appear  normal  at  birth  and  continue  to 
appear  normal  until  the  period  from  8 
to  15  years,  at  which  time  interstitial 
keratitis  or  some  other  late  complication 
of  congenital  syphilis  may  develop. 
Finally,  there  are  those  children  born 
with  syphilis  who  never  show  any  mani- 
festation whatsoever  of  the  disease,  and 
who  may  be  discovered  by  routine  blood 
tests  later  in  life.  The  observations  of 
Hutchinson  and  Kassowitz  probably  pro- 
vide the  best  explanation  of  the  varying 
reaction  of  the  fetus  to  the  infection  of 
the  mother.  The  earlier  the  mother’s 
stage  of  infection,  the  more  extensive  the 
spirochetemia  is  likely  to  be,  and  the 
more  overwhelming  the  involvement  of  the 
fetus.  It  therefore  follows  that  miscar- 
riage due  to  syphilis  can  be  expected 
to  occur  most  commonly  in  those  mothers 
whose  duration  of  infection  is  relatively 
short ; within  2 to  3 years.  Stillbirths, 
and  infants  so  severely  infected  as  to 
fail  to  survive  the  first  few  months  of 
life,  also  fall  into  this  same  category, 
i.  e.,  they  are  likely  to  be  the  progeny 
of  women  who  have  early  syphilis.  Con- 
versely, the  longer  a woman  has  the 
disease,  the  less  likely  she  is  to  have  a 
miscarriage  or  stillbirth,  and  the  less 
likely  the  baby  is  to  suffer  in  any  way 
from  the  infection  in  the  mother.  It 
should  be  clearly  understood,  therefore, 
that  in  the  absence  of  any  treatment 
whatsoever,  time  has  a decidedly  salutary 
effect  upon  the  course  of  syphilis  in  preg- 
nancy so  that  succeeding  pregnancies  re- 
sult in  fewer  and  fewer  of  the  more 
serious  tragedies  of  congenital  syphilis. 
That  occasional  exceptions  occur  no  one 
can  deny.  Many  observers  have  described 
the  occurrence  of  acute  syphilis  in  the 
offspring  of  mothers  whose  infection  was 
of  more  than  10  years’  duration,  but  these 
are  certainly  the  exceptions  rather  than 
the  rule. 

Treatment  of  syphilis  in  the  mother  be- 
fore and  during  the  pregnancy  is  the  other 
great  factor  which  determines  the  outcome 
of  the  pregnancy.  Evidence  has  been  pro- 
duced by  the  Cooperative  Clinical  Group 
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and  other  investigators  that  good  anti- 
syphilitic treatment  before  pregnancy 
markedly  improves  the  outlook  for  the 
child.  It  is  unusual  for  a mother  who 
has  been  adequately  treated  before  preg- 
nancy to  have  a congenitally  syphilitic 
infant.  The  value  of  treatment  during 
pregnancy  also  is  so  well  known  as  to 
need  little  additional  emphasis.  Ade- 
quate treatment  during  pregnancy, 
started,  if  possible,  before  the  fifth  month, 
insures  a normal,  healthy  baby  in  a large 
proportion  of  all  cases.  It  is  important 
also  to  remember  that  treatment  at  any 
time  in  the  pregnancy,  even  in  the  eighth 
or  ninth  month,  is  far  better  than  no  treat- 
ment at  all. 

The  interrelation  between  these  two 
major  factors  upon  which  the  health  of 
the  child  depends,  i.  e.,  the  duration  of 
the  infection  in  the  mother  and  the  treat- 
ment of  the  mother  before  and  during 
pregnancy,  is  a problem  which  needs  spe- 
cial emphasis  and  elucidation.  Certain 
tentative  conclusions,  based  upon  a study 
of  over  1,000  syphilitic  pregnancies  which 
is  being  made  by  the  Massachusetts  De- 
partment of  Public  Health,  and  which 
throw  light  on  this  relationship,  seem  to 
be  justified.  In  the  first  place,  it  became 
clear  very  early  in  our  analysis  that  no 
evaluation  of  the  effects  of  treatment  of 
the  mother  upon  the  outcome  of  the  preg- 
nancy could  be  attempted  without  first 
making  allowance  for  and  giving  proper 
weight  to  the  duration  of  the  mother’s 
infection.  For  example,  it  seems  obvious 
that  inadequate  treatment  in  pregnancy  of 
women  who  have  had  syphilis  for  over  10 
years  will  not  be  followed  by  the  same 
disastrous  consequences  as  one  would 
expect  to  result  from  inadequate  treat- 
ment of  infected  mothers  whose  infection 
is  of  less  than  1 or  2 years’  duration. 
As  a matter  of  fact,  the  evidence  suggests 
that  inadequate  treatment  in  a series  of 
women  whose  syphilis  is  of  long  duration 
may  be  followed  by  as  high  an  incidence 
of  normal  children  as  adequate  treatment 
in  a series  of  women  whose  syphilis  is 
of  very  short  duration.  There  are  several 
instances  in  the  department’s  study  in 
which  more  than  adequate  treatment  was 
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given  to  women  who  had  early  syphili  I naj 
during  pregnancy  but  whose  pregnancic  da 
resulted  in  congenitally  syphilitic  infanl  da 
in  spite  of  this  adequate  treatment.  Th 
outlook  for  the  baby,  when  the  mother  ha 
early  syphilis,  is  therefore  much  moi 
serious  than  is  the  case  when  the  mothc 
has  late  syphilis.  This  relation  has  bee 
recognized  by  many  observers.  Moor 
(8)  recently  said:  “It  is  generally  agree 
that  when  one  is  confronted  with  an  earl 
infection  late  in  pregnancy,  the  chanct 
of  infection  of  the  fetus  are  extremel 
high,  and  for  its  sake  also,  in  addition  t 
the  need  of  the  mother,  intensive  trea 
ment  is  imperative.”  It  is  evident,  then 
fore,  that  much  more  emphasis  should  t 
placed  upon  treatment  of  pregnant  wome 
whose  syphilis  is  early,  and  that  epidem 
ologists  and  clinicians  should  be  much  les 
disturbed  about  the  effect  of  the  disease  i 
pregnant  women  whose  infection  is  ol( 
The  tentative  evidence  derived  from  th 
department's  study  suggests  that  a woma 
whose  syphilis  is  of  more  than  5 year; 
duration  will  rarely  transmit  her  infectio 
to  the  fetus.  It  would  seem  that  our  e: 
forts  should  be  directed  toward  providin 
adequate  treatment  for  infected  wome 
before  they  become  pregnant,  as  well  a 
treatment  during  pregnancy,  and  that  pai 
ticular  emphasis  should  be  placed  upo 
the  provision  of  intensive  therapy  durin 
pregnancy  for  those  women  with  earl 
untreated  syphilis.  On  the  other  ham 
our  enthusiasm  should  be  somewhat  ten 
pered  in  our  management  of  pregnar 
women  with  late  syphilis,  and  their  trea 
ment  should  be  milder  and  less  intensiv 
since  the  prospect  for  the  baby  is  good  i 
any  event. 

The  rarity  of  the  transmission  of  syph 
lis  to  the  third  generation  is  probably  e: 
plained  by  this  duration-of -infection  fat  fa 
tor.  The  woman  who  is  born  with  the  dii  ij] 
ease,  and  who  marries  and  bears  childrei  Pr 
in  most  cases  has  been  infected  for  mor  iot 
than  20  years  before  she  becomes  pregnan  1 
This  time  relationship  alone  would  be  su: 
fieient  to  explain  the  rarity  with  whic 
such  women  transmit  the  disease  to  thei 
offspring. 

The  relation  between  syphilis  in  prej 
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nant  women  to  infection  of  the  child  is 
clarified  by  a consideration  of  the  circum- 
stances in  a blood  transfusion  given  by 
an  infected  donor.  Such  a donor  has 
much  the  same  relation  to  the  normal 
uninfected  patient  as  the  infected  mother 
has  to  the  normal  fetus.  It  is  a well- 
known  fact  that  donors  with  syphilis  are 
much  more  likely  to  transmit  it  to  the 
recipient  if  their  disease  is  of  short  dura- 
tion, and  that,  conversely,  if  the  donor’s 
infection  is  of  long  duration,  it  is  ex- 
tremely unlikely  that  the  blood  will  con- 
tain any  spirochetes  with  which  to  infect 
the  recipient.  The  fetus,  and  particularly 
the  placenta  to  which  it  is  attached,  are 
in  a sense  experiencing  a constant  blood 
transfusion  from  a syphilitic  donor.  The 
i passage  of  time,  and  chemical  steriliza- 
tion of  the  mother  by  treatment,  both  pro- 
; vide  a blood  transfusion  which  contains 
few  or  no  spirochetes. 

Another  aspect  of  the  communicability 
of  syphilis  which  throws  light  upon  its 
communicability  in  pregnancy  is  conjugal 
syphilis,  or  the  spread  of  the  disease  in 
marriage.  A man  who  has  had  the  in- 
fection for  more  than  4 years  is  very 
unlikely  to  take  it  into  marriage  with 
him,  even  though  he  has  never  had  any 
treatment  previously  (9).  On  the  other 
hand,  those  individuals  whose  infection  is 
less  than  4 years  in  duration  usually  do 
transmit  the  disease  to  the  marital 
I partner. 

Recent  studies  by  Kemp  (10)  on  the  in- 
fectiousness of  the  secretions  of  the  body 
indicate  that  Spirochaeta  pallida  is  rarely 
ever  found  in  the  secretions  of  patients 
with  syphilis  of  more  than  4 years’  dura- 
tion. 

The  communicability  of  syphilis  in 
pregnancy  is,  therefore,  not  so  much  dif- 
ferent from  its  communicability  in  other 
types  of  sexual  and  nonsexual  contact. 
Problems  connected  with  its  transmission 

!to  the  fetus  become  less  confusing  if  the 
closeness  of  its  epidemiologic  relation- 
ships to  other  types  of  host-contact  is 
clearly  appreciated.  It  can  be  seen  that 
the  reduced  infectivity  of  maternal  syph- 
ilis for  the  fetus,  when  the  disease  in 
the  mother  is  of  more  than  4 or  5 years’ 


duration,  is  in  accord  with  the  communi- 
cability of  syphilis  in  relation  to  con- 
jugal infection,  blood  transfusion,  and  the 
infectiousness  of  various  secretions  of  the 
body.  This  close  correlation  of  com- 
municability is  exactly  what  one  would 
expect  unless  one  assumes  that  syphilis 
in  pregnancy  follows  an  entirely  differ- 
ent epidemiologic  pattern  than  it  does  in 
any  other  relationship ; for  this  assump- 
tion there  is  no  basis  in  fact. 

A further  consideration  of  some  inter- 
est is  the  age  distribution  of  infected 
pregnant  women  whose  pregnancies  have  a 
tragic  outcome.  If  miscarriages,  still- 
births, and  congenitally  syphilitic  infants 
are  most  frequently  the  result  of  preg- 
nancy in  those  women  whose  syphilis  is 
of  short  duration,  then  we  can  expect  their 
incidence  to  be  higher  among  the  younger 
mothers,  since  it  is  known  that  almost 
70  percent  of  early  syphilis  occurs  before 
the  age  of  30.  A recent  study  by  Dill 
and  coworkers  (11)  confirms  tins  ex- 
pectation. The  age  distribution  of  their 
series  of  syphilitic  pregnant  women  in- 
dicated that  the  pregnancies  which  ended 
in  tragedy  occurred  in  the  younger  age 
groups,  whereas  the  pregnancies  which  re- 
sulted in  normal,  healthy  infants  occurred 
in  the  older  age  groups.  Although  the 
authors  of  this  recent  study  did  not  know 
the  duration  of  infection  in  most  of  these 
patients,  they  suggested  that  this  age 
distribution  probably  was  a reflection  of 
the  close  relationship  between  early  syph- 
ilis in  the  mothers  and  infection  in  the 
fetus. 

The  manner  in  which  the  spirochete  at- 
tacks the  fetus  during  pregnancy  is  not 
entirely  clear  at  the  present  time.  The 
evidence  suggests  that  infection  rarely  if 
ever  occurs  before  the  fourth  month  of 
pregnancy.  It  is  possible  that  the  ana- 
tomic changes  which  occur  in  the  placen- 
tal structure  are  sufficient  to  explain  this 
early  fetal  immunity.  This  fortunate 
early  immunity  of  the  fetus  provides  the 
physician  with  an  opportunity  to  start 
treatment  before  actual  infection  of  the 
infant  has  occurred,  so  that  finding  syph- 
ilis early  and  treating  it  early  in  preg- 
nancy becomes  doubly  important. 
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The  treatment  of  the  disease  in  preg- 
nancy requires  as  much  individualization 
as  does  the  treatment  of  any  other  type 
of  syphilis.  It  will  vary,  depending  upon 
the  duration  of  the  mother’s  infection,  the 
treatment  received  by  the  mother  before 
pregnancy,  the  sensitivity  of  the  patient 
to  arsphenamine  and  its  derivatives,  the 
presence  or  absence  of  other  medical  com- 
plications of  pregnancy,  such  as  neph- 
ritis and  preeclampsia,  the  period  of  the 
pregnancy  at  which  treatment  is  begun, 
the  outcome  of  previous  pregnancies,  and 
possibly  other  factors.  It  has  long  been 
an  obstetric  rule  that  pregnancy  should 
be  managed  in  such  a way  as  to  provide 
first  for  the  health  and  welfare  of  the 
mother.  Although  pregnant  syphilitic 
women  will  in  most  cases  tolerate  anti- 
syphilitic treatment  as  well  as  nonpreg- 
nant women,  it  is  probable  that  the  extra 
burden  of  pregnancy  provides  a more 
favorable  background  for  adverse  reac- 
tion to  treatment.  In  general,  pregnant 
women  with  syphilis  should  be  divided 
into  three  treatment  categories,  according 
to  their  duration  of  infection. 

Mothers  with  early  syphilis  should  be 
considered  as  emergencies,  and  intensive 
treatment  should  be  instituted.  In  these 
cases,  the  largest  possible  total  dose  of  ars- 
phenamine or  one  of  its  derivatives  should 
be  given  during  the  pregnancy,  and  it  may 
be  desirable  to  give  concurrent  injections 
of  bismuth.  In  order  to  obtain  this  maxi- 
mum dosage,  it  may  be  necessary  to  give 
the  drug  once  every  5 days  rather  than 
ence  a week,  and  in  some  cases  in  which 
early  syphilis  occurs  during  the  preg- 
nancy, it  may  be  necessary  to  administer 
the  treatment  even  more  frequently.  The 
ideal  method  would  be  one  which  allowed 
the  administration  of  large  doses  of  the 
drug  in  a relatively  short  time.  No  such 
method  is  yet  available  for  use  in  preg- 
nancy, but  recent  experimental  work  with 
intensive  intravenous  drip  therapy  of 
early  syphilis  may  provide  a possible  solu- 
tion of  this  problem.  Pregnant  women 
with  syphilis  of  more  than  5 years’  dura- 
tion fall  into  the  second  category.  The 
prognosis  for  the  baby  in  these  cases  is 
good,  and  treatment  should  be  considered 


as  added  insurance  and  not  necessarily 
as  the  sine  qua  non  of  prevention.  In 
these  pregnancies,  a total  dose  of  at  least 
10  injections  of  an  arsphenamine  deriva- 
tive is  desirable,  and  the  injections 

IB 

should  not  be  given  more  than  once 
a week.  The  large  group  of  mothers 
whose  duration  of  infection  is  un- 
known, or  who  may  have  had  infectious 

relapse  so  that  the  total  duration  of  infec- 
. 1 tf 

tion  is  uncertain,  and  those  who  have  had 

irregular,  inadequate  treatment  before 
pregnancy  fall  into  a third  category  mid- 
way between  those  cases  in  which  treat- 
ment is  of  an  emergency  nature  and  those 
in  which  it  is  of  an  added  insurance  na- 
ture.  In  general,  treatment  should  not 
be  so  intensive  as  in  the  first  group,  but, 
on  the  other  hand,  more  intensive  than 
in  the  second  group.  The  prognosis  for 
the  baby  is  entirely  different  in  these 
three  distinct  categories.  In  the  first  in- 
stance, the  baby’s  opportunity  to  survive 
the  pregnancy  is  very  slight  in  the  ab- 
sence of  active  chemotherapy  for  the 
mother.  In  the  second  instance  in  which 
the  mother’s  duration  qf  infection  is  more 
than  5 years,  the  prognosis  for  the  baby 
is  excellent,  and  a high  proportion  of 
these  babies  will  escape  infection  even 
though  the  mother  receives  inadequate 
1 reatment.  The  children  of  mothers  who 
fall  into  the  third  group  have  an  outlook 
which  is  essentially  midway  between  the 
other  two,  and  their  chance  of  being  born 
healthy  depends  to  a considerable  degree 
upon  the  type  of  treatment  received  by 
the  mother  during  pregnancy. 

As  an  example  of  what  not  to  do  in 
the  treatment  of  a patient  whose  syphilis 
is  of  more  than  5 years’  duration,  a recent 
case  which  came  to  our  attention  may  be 
cited.  A pregnant  woman  with  late  syph- 
ilis was  admitted  to  the  hospital  and  was 
given  neoarsphenamine,  0.6  gram  every  2 : 
to  3 days,  with  concurrent  bismuth,  in  a 
somewhat  hysterical  effort  to  protect  the 
unborn  child.  Actually,  the  outlook  for 
this  baby  was  very  good,  and  the  health 
of  the  mother  was  seriously  endangered 
bv  the  institution  of  such  intensive 
treatment. 

The  management  of  pregnant  syphilitic 
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women  who  have  had  adequate  treatment 
before  pregnancy  is  still  rather  uncertain. 
The  Cooperative  Clinical  Group  (5)  ad- 
vises thorough  antisyphilitic  therapy  dur- 
ing every  pregnancy,  irrespective  of  the 
amount  of  treatment  received  previously 
and  irrespective  of  the  apparent  clinical 
status,  but  adds:  “This  is  said  advisedly, 
and.  with  the  full  hope  that  amplification 
of  our  information  in  the  future  will 
allow  a modification  of  this  particularly 
severe  rule.”  It  is  hoped  that  when  the 
department’s  analysis  of  the  large  series 
of  pregnant  syphilitic  women  previously 
mentioned  is  completed,  the  evidence  for 
the  modification  of  this  particularly 
severe  rule  will  be  forthcoming. 

The  status  of  the  serologic  test  during 
pregnancy  also  has  a direct  bearing  upon 
the  outlook  for  the  child.  AH  studies 
indicate  that  a negative  serologic  reaction 
in  the  mother  is  supportive  evidence  for  a 
favorable  prognosis  for  the  infant. 

The  treatment  of  pregnant  women  who 
have  congenital  syphilis  is  somewhat  un- 
i certain  at  the  present  time.  Probably 
most  syphilologists  accept  the  opinion  that 
treatment  of  congenital  syphilitics  during 
pregnancy  is  unnecessary.  Others  believe 
that  a congenital  syphilitic  should  be 
treated  during  the  first  pregnancy  if  not 
during  subsequent  ones.  The  possibility 
of  binary  syphilis,  i.  e.,  superimposed,  ac- 
quired infection,  in  a congenital  syphilitic, 
provides  the  answer  for  the  point  of  view 
of  others  who  feel  that  congenital  syphi- 
litics should  receive  treatment  during 
every  pregnancy.  The  inescapable  fact 
remains,  however,  that  third  generation 
syphilis,  i.  e„  syphilis  transmitted  to  the 
baby  by  the  congenitally  syphilitic  mother, 
is  so  rare  as  to  be  almost  nonexistent. 
There  is  certainly  no  question  that  the 
treatment  of  congenitally  syphilitic  moth- 
ers should  be  mild  and  highly  individual- 
ized if  any  treatment  is  to  be  given  at  all. 

The  proper  management  of  the  syphi- 
litic pregnant  woman  includes  the  follow- 
rp  of  the  baby.  The  diagnostic  proce- 
dures which  must  be  included  in  the  in- 
vestigation of  the  baby  are  at  the  present 
time  in  a somewhat  confused  state.  A 
arge  volume  of  evidence  is  now  at  hand 
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which  definitely  indicates  that  a postive 
cord  blood  does  not  necessarily  mean 
syphilis,  and  that,  furthermore,  even  a 
positive  blood  during  the  first  2 months  of 
life  may  not  indicate  syphilis  in  the  baby. 
On  the  other  hand,  a negative  blood  test 
during  the  first  2 to  4 weeks  of  life  does 
not  mean  that  the  child  may  not  have 
syphilis.  Davies  (12),  in  a recent  publi- 
cation, suggests  3 to  4 months  as  the  time 
at  which  the  serologic  test  begins  to  have 
real  significance.  There  is  some,  as  yet 
tentative,  evidence  (13)  that  quantitative 
serologic  tests  whose  titer  variation  can 
be  followed  from  week  to  week  may  indi- 
cate whether  a child  is  going  to  be  syphi- 
litic or  normal.  However,  this  type  of 
serologic  investigation  needs  additional 
study  and  confirmation. 

X-ray  examination  of  the  infant,  upon 
which  so  much  emphasis  was  formerly 
laid,  has  lately  been  attacked  from  all 
sides  so  that  at  the  present  time  one 
wonders  whether  its  use  is  attended  by 
more  false  diagnoses  than  correct  ones. 
Certainly,  many  babies  have  been  called 
congenital  syphilitics  on  the  basis  of  ques- 
tionable X-ray  evidence  which  in  many 
cases  may  have  been  due  to  the  bismuth 
injections  given  to  the  mother  during 
pregnancy.  For  example,  one  investigator 
recently  gave  bismuth  injections  to  a 
group  of  normal  pregnant  women  (14) 
and  studied  roentgenograms  of  the  off- 
spring. He  found  that  in  a surprisingly 
high  proportion  of  these  infants  born  of 
perfectly  normal  mothers,  the  roentgeno- 
grams gave  evidence  suggestive  of  syph- 
ilis. Recent  evidence  also  suggests  that 
the  X-ray  findings  in  rickets,  scurvy,  and 
other  conditions  which  produce  pathologic 
changes  in  the  bone  of  the  infant,  may  be 
easily  mistaken  for  those  produced  by 
congenital  syphilis.  Until  the  status  of 
X-ray  findings  in  the  diagnosis  of  con- 
genital syphilis  is  clarified,  it  would  be 
advisable  for  none  but  the  most  experi- 
enced to  rely  upon  them. 

A most  important  consideration  which 
should  always  be  taken  into  account  in 
determining  whether  or  not  the  child 
of  a syphilitic  mother  is  infected  is  the 
stage  of  the  mother’s  infection,  since  the 
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probability  of  infection  in  the  child  is 
vastly  increased  by  the  presence  of  early 
syphilis  in  the  mother.  The  finding  of 
suggestive  evidence  of  congenital  syphilis 
in  the  baby  is  much  more  significant  if 
the  baby’s  mother  has  early  syphilis  than 
it  is  in  the  case  of  a baby  whose  mother 
has  late  syphilis. 

The  outlook  for  the  control  of  congen- 
ital syphilis  is  encouraging  in  view  of  the 
rapidly  declining  incidence  of  early  syphi- 
lis, improved  treatment  for  syphilis  both 
before  and  during  pregnancy,  and  the 
better  understood  diagnostic  criteria  for 
the  diagnosis  of  congenital  syphilis.  The 
routine  blood-testing  of  pregnant  women 
should  also  be  effective  in  preventing  con- 
genital infection,  at  least  in  those  cases 
where  the  mother  presents  herself  early 
in  pregnancy.  Although  the  present  war 
crisis  will  undoubtedly  cause  some  in- 
crease in  all  types  of  syphilitic  infection, 
there  is  little  question  that,  with  the 
diagnostic  criteria  and  therapeutic  arma- 
mentarium now  available,  and  the  more 
adequate  and  thorough  treatment  of  early 
syphilis,  syphilis  in  pregnancy  will  be- 
come less  and  less  significant  as  time 
goes  on. 
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AITH  THE  realization  that  a disaster 
las  occurred  and  the  lives  of  many  are 
n danger  but  that  there  is  a chance  of 
aving  them  if  there  is  quick  action,  the 
ommon  impulse  is  to  take  action — to 
ake  action  quickly  and  personally. 
Ihere  is  no  delay  in  an  effort  to  analyze 
ne’s  job.  Everyone  simply  helps  wher- 
ver  and  however  he  can.  As  the  peak 
f the  emergency  subsides  and  less  im- 
rediate  action  seems  indicated,  orderly 
hought  comes  forward,  and  the  desire 
Dr  a plan  of  action  emerges — a plan 
r program  which  will  use  to  the  fullest 
he  concentrated  strengths  of  each  avail- 
ble  person,  in  order  that  this  concerted 
:rength  may  be  welded  into  a solid  front 
E attack  on  the  danger,  and  at  the  same 
me  be  intelligently  applied  to  rebuilding 
1 stronger  foundations. 

And  so  it  was  with  the  sudden  realiza- 
on  of  the  disaster  of  the  diseases 
! syphilis  and  gonorrhea.  The  book 
Shadow  on  the  Land”  by  Surgeon  Gen- 
al  Thomas  Parran  was  the  alarm  which 
•oused  the  citizens  of  America  to  the 
alization  of  the  presence  of  a great 
saster.  Individuals  and  groups  of  in- 
viduals  were  shocked  into  a desire  for 
tion  and  quick  action.  Everyone 
anted  to  help,  and  persons  representing 
any  varieties  of  interests  came  forward 
d began  to  work,  each  in  the  way  which, 
the  moment,  seemed  best  to  him. 

This  sudden  flood  of  interest  seemed 
little  overwhelming  to  those  who  had 
lig  tried  to  arouse  it.  Leadership, 
|wever,  as  always,  emerged  from  the  con- 
sion  and  took  command.  Orderly 
inning  began.  Plans  were  adopted 
dch  would  use  the  strengths  of  the 
rious  skills  represented  in  the  groups 
Hng  to  help,  and  use  them  in  a 
Dgram  which  would  dovetail  these 


strengths  towards  a very  solid  and  well 
built  organization.  Departments  of  wel- 
fare and  departments  of  health,  social 
hygiene  associations,  hospitals,  clinics, 
private  social  agencies,  privately  sup- 
ported health  agencies,  child  welfare 
workers,  public  health  nurses,  and  medical 
social  workers  all  have  a place  in  the 
planned  programs.  Women’s  clubs,  the 
public  schools,  parent’s  councils,  the  rec- 
reational associations,  the  churches  are 
part  of  it.  Each  has  an  important  part 
to  play,  and  each  will  contribute  its 
strength  most  effectively  in  those  pro- 
grams where  the  staffs  of  the  agencies  are 
familiar  with  the  function  of  their  co- 
workers. 

The  causative  agents  of  the  diseases  are 
well  known.  Their  way  of  attacking  is 
known.  The  scope  of  their  war  front  is 
becoming  better  known  daily.  Through 
legislation  for  prenatal  and  premarital 
examination  and  for  selective  service,  we 
are  now  learning  that  syphilis  and  gonor- 
rhea are  not  diseases  limited  to  certain 
social  strata.  They  are  found  in  all 
classes  of  society,  rich  and  poor. 

The  medical  profession,  through  its  re- 
searches, is  teaching  improved  methods  of 
treatment.  It  has  proven  that  syphilis 
in  the  newborn  is  preventable ; that  both 
gonorrhea  and  syphilis  are  curable  if 
treatment  is  begun  promptly  after  infec- 
tion and  is  maintained  persistently.  The 
program  now  seems  to  be  centered  in  the 
need  for  (1)  continued  education  of  the 
public  through  individual  and  collective 
methods;  (2)  the  provision  of  sufficient 
treatment  resources ; ( 3 ) holding  the 

patients  to  treatment ; (4)  locating  and 
abolishing  the  centers  which  spread  the 
disease  by  finding  the  persons  infected 
and  getting  them  under  treatment.  This 
program  requires  the  concentrated  efforts 
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of  all  the  agents  previously  mentioned, 
each  contributing  from  his  particular  field 
his  knowledge  and  his  skill,  in  close  col- 
laboration with  the  other  fields  of  work. 

Two  of  the  groups  of  workers  which  are 
playing  an  important  part  in  the  planned 
program,  and  which  will  play  an  increas- 
ingly important  part  in  the  future,  are  the 
public  health  nurses  and  the  medical 
social  workers.  Medical  social  workers 
and  public  health  nurses  have  long  been 
partners  in  the  battle  for  individual  and 
community  health.  Medical  social  work, 
which  was  organized  in  London  in  1895  at 
St.  Thomas  Hospital,  and  in  the  United 
States  in  1905  at  the  Massachusetts  Gen- 
eral Hospital,  was  welcomed  to  the  field 
by  the  older  organization  of  public  health 
nursing  organized  in  the  United  States  at 
Buffalo  in  1885. 

The  function  of  the  public  health  nurse 
in  the  beginning  was  to  give  skilled  nurs- 
ing care  to  the  sick  poor  in  their  homes. 
This  was  originally  thought  of  as  bedside 
nursing  care.  The  medical  social  worker 
was  first  invited  into  the  hospital  to  give 
social  help  to  patients  whose  medical  care 
was  handicapped  by  social  difficulties. 
At  that  date,  social  help  was  largely  lim- 
ited to  financial  assistance.  The  steadily 
growing  emphasis  by  the  medical  world 
on  positive  health  and  preventive  medi- 
cine, and  the  researches  in  social  and 
health  fields  into  causes  of  illness  and 
distress  have  deepened  the  knowledge  and 
broadened  the  scope  of  usefulness  of  both 
medical  social  workers  and  public  health 
nurses. 

Educational  centers  have  been  devel- 
oped for  the  preparation  of  workers  to 
give  the  new  protective  services.  Edu- 
cation in  graduate  schools  is  now  recog- 
nized as  a desirable  preparation  for  the 
modern  public  health  nurse  and  the 
medical  social  worker.  Schools  have 
been  developed  throughout  the  United 
States  to  meet  the  demands  for  this 
special  preparation. 

Both  groups  of  workers  have  learned 
that  true  help  is  given  only  through  a 
skill  and  a method  which  will  enable 
those  who  are  ill  or  drifting  towards  ill- 
ness to  understand  the  meaning  of  the 


illness  to  themselves  and  to  others;  1 


understand  and  to  use  methods  for  tt 


cure  of  illness  and  the  prevention  of  di 
ease.  Both  groups  realize  the  impo 


k 

tance  of  equipping  the  patients  wit 


knowledge  and  resources  which  wi 
enable  them  to  handle  their  ow 
situations. 

The  number  of  public  health  nurses  i 
1939  is  given  as  23,000,  and  this  numb< 
is  steadily  increasing  as  the  appreciate 
of  their  services  grows,  and  as  great< 
opportunities  for  education  are  mac 
available  to  them.  They  are  found  i 
industry,  in  departments  of  education,  i 
private  visiting  nurse  associations,  in  d 
partments  of  public  health,  in  rural  an 
in  urban  areas.  They  are  working  i 
Federal,  State  and  county  social  securii 
programs.  They  are  working  as  gener; 
nurses,  as  consultants,  and  as  educator 

Medical  social  workers  are  employed  ; 
approximately  1,000  hospitals  and  clinic 
in  departments  of  health,  departments  < 
welfare,  child  guidance  centers,  in  the  Fe' 
eral,  State  and  county  social  security  pr. 
grams,  and  in  the ' Children’s  Bureau 
They  are  working  in  both  rural  and  urba 
areas.  They  are  working  in  all  service 
of  the  hospital.  They  are  drawn  in 
specialists  in  the  program  for  preventio 
of  blindness,  in  the  cancer  control  pr 
gram,  in  the  tuberculosis  program,  i 
well  as  in  the  program  for  control  < 
the  genitoinfectious  diseases. 

As  clinic  and  hospital  workers,  they- 
as  all  other  members  of  the  hospital  pe 
sonnel — work  with  individual  patient 
Their  interest  is  focused  on  the  unde 
standing  of  the  patient  as  a social  bein 
and  their  services  are  directed  towan 
helping  the  patient  with  social  problen 
which  may  be  influencing  his  health  ar  | 
handicapping  him  in  his  ability  to  folio 
treatment  advice.  They  are  performii 
a public  health  function  by  enabling  p 
tients  to  continue  under  treatment,  ai 
by  tracing  and  educating  in  treatmei 
needs  and  resources  those  who  may  1 
infected  with  a communicable  disea 
such  as  syphilis,  tuberculosis,  or  gono  1 
rhea.  They  are  helping  to  prevent  publ 
dependency  by  rendering  social  service 
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the  patients  with  diseases  such  as  inter- 
stitial keratitis,  glaucoma,  cancer,  rickets, 
early  heart  disease  so  that  these  patients 
may  understand  and  follow  treatment 
advice.  A report  entitled  “Medical  Social 
Work  in  Tax  Supported  Health  and  Wel- 
fare Services,”  published  by  the  American 
Public  Welfare  Association  in  November 
1940,  classifies  the  activities  in  which  the 
medical  social  workers  in  public  agencies 
are  engaged  at  present  as  follows : 


Administrative  and  supervisory 
Consultative  and  guidance 
Case  work 
Education 

Community  relationship 
Program  development 
Research 

There  is  much  stimulating  discussion  of 
he  subjects  “specialist”  and  “generalist.” 
Both  appear  to  be  of  value  and,  therefore, 
here  is  a place  for  both.  There  are  those 
vho  should  be  classed  as  specialists 
imong  public  health  nurses  and  among 
nedical  social  workers.  As  I understand 
he  term,  a specialist  is  a person  who, 
hrough  study  and  practice,  has  acquired 
deeper  knowledge  and  a greater  skill 
a some  one  phase  of  work  than  the  gen- 
ral  worker.  To  make  this  specialized 
nowledge  truly  productive,  it  must  be 
hared.  This  is  especially  true  in  work 
uth  patients  who  have  syphilis  or  gonor- 
hea.  The  importance  of  case-finding  and 
re  necessity  for  case-holding  require 
rat  knowledge  regarding  the  diseases  be 
idespread ; that  correct  diagnostic  rneth- 
1s  be  understood  and  practiced  by  the 
?neral  practitioner  as  well  as  by  the  spe- 
alist;  that  the  meaning  of  the  diseases 
id  their  treatment  possibilities  be  under- 
ood by  the  many  thousands  of  public 
J Jalth  nurses  and  medical  social  workers 
iroughout  the  land ; that  proven  meth- 
[ls  of  promoting  the  understanding  and 
erefore  the  cooperation  of  the  patients 
tio  have  the  diseases  or  who  are  exposed 
them  be  taught  to  those  in  strategic 
sitions  as  health  and  social  workers, 
specialist  doesn’t  remain  a specialist 
iless  he  continues  to  acquire  new  and 
er  newer  knowledge  and  is  given  an 


opportunity  to  continue  to  learn  in  order 
that  he  may  share  his  knowledge.  There- 
fore, I believe  that  we  need  both  the 
specialist  and  the  general  worker  in  the 
fields  of  public  health  nursing  and  medi- 
cal social  work.  We  need  special  knowl- 
edge which  is  acquired  through  intensive 
study  in  a special  phase  of  work  and  is 
added  to  a sound  foundation  of  education 
for  general  work. 

A demonstration  of  such  specialization 
and  such  sharing  is  made  at  the  Institute 
for  Control  of  Syphilis  of  the  University 
of  Pennsylvania  under  the  direction  of 
Dr.  John  H.  Stokes.  Public  health  nurses, 
public  health  officials,  Army  and  Navy 
doctors,  private  physicians,  and  medical 
social  workers  from  all  sections  of  the 
United  States  are  studying  and  working 
together,  pooling  their  experience  and 
knowledge,  and  together  working  out 
methods  and  ways  of  increasing  their  use- 
fulness as  consultants  and  educators  to 
the  general  workers  who  are  in  daily 
touch  with  literally  millions  of  our  citi- 
zens in  private  offices,  in  clinics,  in  in- 
dustry, in  schools,  in  social  agencies,  and 
in  the  armed  forces. 

The  legislation  covering  premarital,  pre- 
natal, and  selective  service  medical  ex- 
aminations is  placing  an  increased  oppor- 
tunity and  responsibility  on  the  private 
physician  and  a person  less  frequently 
discussed — the  private  duty  nurse.  The 
rich  as  well  as  the  poor  get  married  and 
have  babies.  The  Selective  Service  Act 
is  not  limited  to  any  economic  stratum  of 
society.  Startling  figures  are  now  avail- 
able of  the  discovery  of  untreated  disease 
among  those  who  have  never  been,  and 
probably  never  will  become,  clinic  pa- 
tients. 

Dr.  Parran,  in  his  address  at  the  an- 
nual meeting  of  the  American  Social  Hy- 
giene Association  in  February  1940,  gave 
figures  to  show  that  in  all  fronts  the 
movement  for  the  control  of  genitoinfec- 
tious  diseases  “is  forward  and  the  trend 
up.”  To  quote  him,  “We  are  met  here 
in  observance  of  National  Social  Hygiene 
Day  to  measure  accomplishments,  to  re- 
port progress,  to  roll  stones  from  the  path 
of  our  joint  efforts  against  venereal  dis- 


nereal  Disease  Information,  November  194-1 


397 


eases,  and  to  chart  a clear  course  for  the 
year  ahead.” 

We  are  nearer  to  a true  picture  of  the 
prevalence  of  the  genitoinfectious  diseases 
today  than  ever  before.  We  are  better 
acquainted  with  the  many  agencies  which 
are  helping  in  the  campaign  and  their 
activities  than  before.  We  know  that  hu- 
man capacity  is  limited,  and  that  we  must 
each  be  on  guard  lest  our  enthusiasms 
carry  us  beyond  our  capacity  to  under- 
stand and  to  perform,  and  our  own  activ- 
ities become  diluted  beyond  the  point  of 
effectiveness.  We  must  consider  where, 
in  all  the  obvious  need  for  service,  we 
shall  place  the  emphasis. 

We  know  that  the  peak  incidence  of 
syphilis  falls  between  the  ages  of  20  and 
28,  and  that  more  than  one-fifth  of  the 
new  cases  which  occur  each  12  months 
are  in  adolescents  between  the  ages  of  11 
and  20  years.  Dr.  Parran  has  said  that 
“statistical  studies  reveal  tha^  there  are 
at  least  three  persons  exposed  to  infec- 
tion for  every  one  who  comes  for  treat- 
ment, and  it  is  usually  true  that  two  of 
the  three  need  treatment,  but  have  not 
been  aware  that  they  needed  it,  or  how 
and  where  to  get  it.” 

The  National  Defense  Program,  with  its 
mobilization  of  men  in  the  armed  forces 
and  in  industry  intensifies  some  of  our 
well-known  social  problems  such  as  hous- 
ing, sanitation,  and  the  migrant ; revives 
some  of  the  old  problems  such  as  com- 
mercialized prostitution ; and  creates  new 
problems  which  must  be  met  through  both 
mass  and  individual  effort. 

Abnormal  living,  war  hysteria,  greed 
and  selfishness  are  increasing  the  spread 
of  the  genitoinfectious  diseases  in  the 
civilian  population.  Military  authorities 
are  enforcing  treatment  of  the  man  with 
a communicable  disease.  The  commu- 
nity must  protect  itself  from  the  spread 
of  the  disease. 

We  are  told  that  in  the  population  as 
a whole,  more  than  one  million  prospective 
mothers  have  syphilis,  and  that  as  a re- 
sult, 25,000  babies  are  born  dead  yearly 
and  an  additional  60,000  annually  are 
born  alive  but  are  the  victims  of  this 
disease.  We  know  that  if  syphilis  is  dis- 
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covered  before  the  fifth  month  of  prei 
nancy  and  adequate  treatment  is  provide* 
the  infant  as  a rule  will  be  free  froj 
syphilis.  Do  not  these  statistics  point  i 
the  places  for  emphasis? 

Measures  and  methods  for  case-findir 
and  case-holding  have  been  much  di 
cussed.  It  has  been  proven  that  follow-u 
of  the  lapsed  patient  is  more  expensiv 
and  yields  fewer  returns  than  the  a; 
proach  through  clinic  interviews.  T1 
first  interview  with  the  patient  in  tl 
clinic  or  private  office  continues  to  1 
the  most  strategic  opportunity  for  cas 
holding  and  contact-tracing.  Very  skil 
ful  interviewing  is  indicated  in  all  placi 
where  syphilis  is  discovered  and  treate 
This  is  true  in  civilian  medical  service 
and  in  the  service  to  the  man  examine 
under  the  Selective  Service  Act,  as. we 
as  with  the  man  under  treatment  by  mil 
tary  authorities. 

We  are  taught  the  relationship  the 
syphilis  bears  to  cardiac  disease,  dea 
ness,  blindness,  and  mental  diseases,  ar 
that  gonorrhea  bears  to  pelvic  inflamm; 
tory  disease  and  ophthalmia  neonatorur 
Syphilis  and  gonorrhea  are  discovert 
in  the  examination  of  patients  in  mar 
of  the  specialized  departments  of  a pol, 
clinic.  It  is  as  necessary  for  the  socii 
workers  in  the  cardiac  department,  tl 
department  of  ophthalmology,  the  pr 
natal  clinic,  and  elsewhere  to  help  tl 
patient  understand  his  need  for  trea 
ment  and  to  help  him  get  it,  as  it  is  f< 
the  worker  in  the  syphilis  clinic  to  ho 
him  to  treatment  when  he  reaches  tl 
genitoinfectious  disease  clinic.  There 
danger  of  many  lost  patients  betwei 
services  of  an  out-patient  departmer 
The  syphilis  clinic  treats  patients  of  £ 
age  groups.  It  is  of  special  importanc 
both  for  opportunity  for  cure  and  fi 
prevention  of  the  spread  of  disease,  th. 
the  young  age  group  should  be  given  car 
ful  attention.  The  figures  on  prenat 
syphilis  place  responsibility  without  qut 
tion  on  a method  of  selection  which  w a 
provide  very  skillful  social  service  to  th11, 
patients  of  the  obstetrical  service.  As  Ip 
percent  of  all  babies  born  in  the  Unit  ' 
States  last  year  were  born  in  hospital  *1 
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the  opportunity  for  service  is  great  and 
should  have  a lasting  influence. 

The  discovery  of  the  disease  creates 
both  personal  and  environmental  prob- 
lems for  the  patient.  An  intelligent  and 
sympathetic  understanding  of  these  prob- 
lems is  the  first  step  in  holding  the 
patient  to  treatment  and  in  discovering 
contacts.  But  understanding  is  not  suffi- 
cient ! The  patient  should  have  help  in 
meeting  the  environmental  factors  which 
are  complicating  his  situation,  as  well  as 
the  more  subtle  help  required  to  enable 
him  to  face  his  emotional  problems.  The 
clinic  worker  should  be  qualified  to  ren- 
der the  social  help  which  is  indicated. 
In  some  cases  she  can  give  direct  service 
to  the  patient.  In  others  she  organizes 
help  through  cooperating  agencies.  This 
implies  an  ability  to  diagnose  the  patient’s 
needs,  and  an  understanding  of  the  func- 
tion of  the  community  agencies,  as  well  as 
an  effective  working  relationship  with 
them. 

Direct  service  by  clinic  personnel  is  ef- 
fective in  contact-tracing  and  case-holding 
with  a large  percentage  of  enrolled  pa- 
tients. Other  measures,  however,  are 
also  of  great  value  and  reinforce  the  clinic 
services. 

The  clinic  worker  should  be  keenly  alive 
to  opportunities  for  aid  which  she  has 
through  the  nurses  and  social  case  work- 
ers who  may  know  certain  of  the  patients 
and  who  have  good  relationships  with 
them.  Interchange  of  information  and 
services  between  the  clinic  worker  and  the 
community  worker  is  essential.  Duplica- 
tion of  efforts  may  mean  confusion ; 
whereas,  dovetailing  of  energies  means 
strength. 

The  general  nurse  has  an  unequalled 
opportunity,  superior  to  that  of  any  other 
worker,  to  be  of  service  to  the  pregnant 
patient  in  her  home.  She  is  the  one  to 
whom  a pregnant  woman  turns  for  advice 
and  guidance.  She  is  the  one  who  can 
answer  questions,  can  encourage  family 
examinations,  and  who  can  make  a treat- 
ment plan  possible  for  the  patient.  The 
school  nurse,  or  the  general  nurse  who 
visits  the  home  of  the  child  barred  from 
school  because  of  syphilis  or  gonorrhea 


has  a very  great  opportunity  to  teach  the 
meaning  of  the  disease  and  to  make  treat- 
ment possible.  She  is  the  one  who  can 
be  most  effective  in  stimulating  and  en- 
couraging the  continuance  of  treatment, 
and  who  can  help  trace  the  sources  of 
infection.  Industries  are  becoming  more 
aware  of  their  need  for  adequate  medical 
services  for  their  employees,  and  are  pro- 
viding them  either  through  their  own  de- 
partments, or  through  cooperation  with 
clinics  and  hospitals.  The  industrial 
nurse  is  becoming  more  prominent  and 
more  important  in  this  health  program  of 
industry.  She  has  an  opportunity  to  be  of 
special  help  in  educating  the  patient  who 
has  a genitoinfectious  disease  in  the 
meaning  of  the  disease  to  him  and  to 
others,  and  helping  him  to  make  treatment 
plans. 

The  public  has  been  aroused  to  the 
dangers  of  the  genitoinfectious  diseases, 
methods  of  curing  them,  and  ways  of  pre- 
venting them.  The  prevalence  of  the  dis- 
eases is  pretty  well  known.  The  various 
agents  required  for  a well  rounded  genito- 
infectious disease  control  program  are 
known.  Sweeping  methods  for  case-find- 
ing have  been  adopted.  Enforcement 
measures  for  case-finding  and  enforced 
treatment  have  been  provided  through 
legislation. 

But  with  it  all,  the  most  important 
agent  in  the  whole  program  is  the  indi- 
vidual patient — the  known  case  of  syphi- 
lis. He  is  the  key  agent.  Without  his 
active  participation,  the  work  of  all  other 
agents  is  of  but  temporary  value.  It  is 
through  the  long,  slow  process  of  hour- 
by-hour,  day-by-day  examination  and 
work  with  the  individual  patient  that  the 
disease  will  be  controlled.  Expert  serv- 
ice to  the  individual  patient  is  essential, 
and  this  service  includes  medical,  labora- 
tory, social  service,  and  nursing.  The 
most  strategic  time  for  enlisting  the  pa- 
tient’s help  is  at  the  time  the  diagnosis 
is  made  and  the  treatment  plan  explained 
to  him.  The  first  interview  requires 
knowledge  and  skill  in  understanding  hu- 
man behavior  and  the  art  of  helping. 
There  is  no  standardized  formula  for  the 
interview,  for  people  themselves  are  not 
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standardized.  There  can  be  no  fixed  rule 
to  follow. 

The  patient  has  a serious  illness  which 
is  not  understood  either  by  himself  or  by 
society.  Ignorance  leads  to  fright — ex- 
pressed and  unexpressed.  We  all  react 
differently  to  that  which  we  fear.  Some 
run  away ; some  fight  back  with  a defiant 
recklessness ; some  meekly  surrender ; 
some  courageously  face  the  fears  and  find 
the  cause — each  in  accordance  with  his 
own  pattern  of  behavior.  The  individual 
patient  is  merely  a human  being — a human 
being  with  desires  and  hopes  and  longings 
as  have  all  human  beings — different  from 
his  fellows  only  as  each  human  being 
differs  from  the  other.  To  enlist  the  ac- 
tive cooperation  of  the  patient  is  to  under- 
stand him ; to  appreciate  the  problems 
which  the  disease  brings  to  him  and  to 
others  through  him  ; and  to  arm  him  with 
the  knowledge  which  he  needs  in  order 
that  he  may  participate  as  an  agent  in 
contact-tracing  and  case-holding.  The  sat- 
isfied patient  is  an  able  recruiting  agent. 

Doctor  C.  C.  Pierce  has  stated  that 
“finding  cases  and  holding  these  cases 
until  they  are  rendered  noninfectious, 
and  until  they  have  been  given  adequate 
treatment  is  the  heart,  the  core,  the  main- 
spring of  the  entire  venereal  disease  con- 
trol program.” 

The  genitoinfectious  disease  control 
program  requires  services  and  skills  of 
many  varieties.  The  medical  social 
workers  and  the  public  health  nurses  are 
important  agents,  both  because  of  the 
strategic  position  which  they  occupy,  and 
because  of  their  education  and  experience 
which  qualifies  them  to  understand  and 
to  influence  attitudes  and  behavior  of  the 
individual  patient  who  is  ill.  The  prob- 
lems involved  are  many-sided,  and  they 
need  a many-sided  attack  which  is  har- 
moniously planned. 

SUMMARY 

I have  tried  to  show  that  order  is  com- 
ing out  of  chaos. 

That  the  many  interests  are  now  recog- 
nized as  having  a necessary  place  in  the 
planned  program  for  the  eradication  of 
syphilis  and  gonorrhea. 


That  sweeping  measures  are  bringing 
to  the  surface  the  previously  undiscovered 
cases  of  genitoinfectious  disease. 

That  the  emotional  accompaniment  of 
mobilization  of  troops,  and  the  free  flow 
of  money  in  industry  are  intensifying 
the  problems  of  control  of  syphilis  and 
gonorrhea. 

That  the  volume  of  work  indicates  the 
advisability  of  the  selection  of  certain 
groups  of  patients  for  intensive  super- 
vision. 

That  infected  individuals  still  need  to 
know  what  the  disease  means  to  them  and 
to  their  family  and  friends,  what  treat- 
ment is  required,  and  how  to  get  it. 

That  in  the  planned  program,  the  medi- 
cal social  worker  and  the  public  health 
nurse,  both  special  and  general,  have  re- 
sponsible parts  to  play,  and  that  the  con- 
tribution of  each  is  dependent  upon  an 
appreciation  of  the  knowledge  and  skills 
each  is  prepared  to  contribute,  and  upon 
a close  working  relationship. 

That  intelligent  treatment,  medical  and 
social,  in  the  first  contact  with  the  patient 
is  the  most  important  ,contact  in  the  fol- 
low-up and  contact-tracing  program. 
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DIAGNOSIS 


False  positive  serologic  reactions  for 
syphilis  due  to  smallpox  vaccinations 
(vaccinia).  Francis  W.  Lynch,  Ruth 
E.  Boynton  and  Anne  C.  Kimball. 
J.  A.  M.  A.,  Chicago,  117:  591-595, 
Aug.  23,  1941. 

With  the  increased  number  of  tests 
performed  as  a routine  on  apparently 
nonsyphilitic  persons  there  has  come  a 
better  realization  of  the  number  of  causes 
of  false  positive  reactions.  Those  diseases 
causing  strongly  positive  reactions  are 
of  particular  clinical  interest  because 
they  are  capable  of  leading  to  incorrect 
diagnosis.  Vaccinia  had  not  been  gen- 
erally recognized  as  a cause  of  positive 
serologic  reactions  until  Moore  and  his 
coworkers  recently  mentioned  its  possi- 
bility. The  authors  became  interested  in 
the  problem  after  observation  of  a case 
in  which  reports  were  received  of  Kolmer 
3 plus  and  Kline  4 plus  on  blood  taken 
from  a student  who  had  severe  primary 
vaccinia.  Tests  performed  by  two  dif- 
ferent laboratories  subsequently  were  all 
negative  4 months  later. 

Students  entering  the  University  of 
Minnesota  have  submitted  to  routine 
physical  examination.  In  a group  of 
Students  examined  in  1939,  the  incidence 
if  syphilis  was  0.17  percent  and  the  false 
ipositive  or  doubtful  cases  0.8  percent. 
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Among  267  persons  in  whom  primary 
vaccinia  later  developed,  all  specimens 
taken  at  the  time  of  inoculation  were  re- 
ported negative  to  the  Kolmer,  Wasser- 
mann,  Hinton,  and  Mazzini  tests.  One 
gave  a positive  reaction,  and  3 gave  doubt- 
ful reactions  to  the  Kline  diagnostic  test. 
Of  the  263  who  gave  no  false  positive 
reactions  before  vaccination,  16  percent 
reacted  to  one  or  more  of  the  subsequent 
tests,  9 percent  to  more  than  one  standard 
test.  When  reactions  to  all  four  tests 
(Kolmer,  Kline,  Hinton,  and  Mazzini) 
are  considered,  a total  of  80  positive  and 
doubtful  reactions  were  obtained.  In  the 
majority  of  instances,  the  strongest  re- 
action was  doubtful  or  weakly  positive. 

There  was  considerable  difference  in 
the  incidence  of  the  false  positive  re- 
actions among  the  various  tests.  The 
Kolmer  test  was  the  most  specific.  In 
several  cases  strong  reactions  were  given 
by  most  of  the  technics  used ; such  re- 
ports might  have  presented  difficulties  to 
the  clinician  had  the  specimen  been  col- 
lected as  part  of  a routine  physical 
examination. 

When  the  first  specimen  was  submitted 
from  15  to  21  days  after  vaccination, 
positive  reactions  were  more  common  with 
the  Hinton,  Mazzini,  and  Eagle  tests.  On 
the  specimens  submitted  from  22  to  28 
days  after  inoculation,  the  Kolmer,  Kahn, 
and  Kline  tests  were  more  likely  to  give 
a positive  reaction.  The  reactions  re- 
mained positive  for  as  long  as  2 months 
in  many  of  the  persons  tested ; in  a few 
persons  they  were  still  positive  after  4 
months.  One  (Kline,  1 plus)  was  still 
present  at  164  days.  Many  of  the  persons 
in  this  series  were  tested  only  once  after 
vaccination,  and  the  incidence  of  false 
positives  would  probably  have  been  quite 
different  if  specimens  had  been  collected 
more  frequently  during  the  period  of  2 
to  6 weeks  after  vaccination. 

In  the  discussion  Senear  said  that  in 
vaccinia  there  is  a condition  which  offers 
great  possibilities  for  study  of  biologic 
false  positive  reactions.  Kline  emphasizes 
the  newer  technical  knowledge  which  can 
be  applied  to  prevent  or  minimize  the 
number  of  false  reactions.  Rein  called 
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attention  to  the  false  positives  which  may 
be  found  in  connection  with  acute  upper 
respiratory  infections,  varicella,  scarlet 
fever,  and  measles.  Schoch  suggested  the 
possible  value  of  applying  quantitative 
studies  when  dealing  with  questionable 
serums. 

Bilateral  abducens  palsy  following  lum- 
bar puncture.  Bernhard  Dattner  and 

Evan  W.  Thomas.  New  York  State  J. 

Med.,  New  York,  41:  1660-1662,  Aug. 

15,  1941. 

Bilateral  involvement  of  cranial  nerves 
is  rare,  and  so  far  as  the  authors  know, 
not  a single  case  of  bilateral  abducens 
palsy  following  a simple  diagnostic  spinal 
puncture  has  been  reported.  For  this 
reason  the  following  case  is  of  unusual 
interest. 

A 36-year-old  white  man  was  admitted 
to  Bellevue  Hospital  on  January  22,  1940. 
He  gave  a history  of  having  had  a penile 
sore  in  1922  for  which  he  was  not  treated. 
From  1929  to  1938  he  received  irregular 
antisyphilitic  treatment,  including  88  bis- 
muth and  38  arsphenamine  injections. 
For  six  months  prior  to  entering  the  hos- 
pital he  received  irregular  treatment  with 
mercury.  His  blood  Wassermann  reac- 
tion was  always  strongly  positive. 

The  first  spinal  puncture  was  performed 
in  July  1937.  At  that  time  the  patient 
had  severe  headaches  and  was  bedridden 
for  4 days,  yet  his  physical  examination 
revealed  no  neurologic  abnormalities. 
His  spinal  fluid  Wassermann  reaction  was 

1 plus ; Pandy,  1 plus ; colloidal  gold  test, 
negative.  A second  lumbar  puncture  was 
done  at  a New  York  City  Board  of  Health 
clinic  on  January  9,  1940.  He  became 
nauseated  and  had  a severe  headache  10 
hours  later.  Though  he  remained  in  bed, 
he  began  to  vomit  on  the  third  day.  He 
had  no  fever  or  bladder  disturbances. 
His  spinal  fluid  Wassermann  reaction  was 

2 plus  ; Pandy,  1 plus ; colloidal  gold  test, 
negative. 

One  week  following  the  spinal  puncture 
the  patient  noticed  double  vision  and  com- 
plained of  dizziness,  although  his  head- 
ache was  less  severe.  The  next  day  he 
returned  to  the  clinic  because  of  his 


diplopia.  There  the  bilateral  abducent 
palsy  was  diagnosed,  and  he  was  referre  j 
to  the  hospital.  A physical  examinatio 
revealed  no  abnormal  neurologic  finding 
except  the  bilateral  sixth  nerve  paralysis  j,| 
Following  a cisternal  puncture  on  Jar 


his  only  complaint  was  diplopia.  B 
April  4 he  had  completely  recovered. 

The  authors  say  that  this  case  canno  : 
be  explained  on  the  basis  that  syphili 
can  cause  extraocular  palsies  because,  be 
sides  the  patient’s  temporary  palsy,  ther 
were  no  neurologic  signs  of  meningovascu;  a 
lar  syphilis,  and  the  spinal  fluid  shower  # 
no  other  evidence  of  activity  than  a mod'll 
erately  positive  Wassermann  reaction:  L 
Furthermore,  there  was  a spontaneous  rei  jst 
covery,  as  has  been  imported  in  most  case;j  jii 
following  spinal  punctures. 

The  theories  of  meningeal  irritation 
and  spinal  fluid  leakage  are  discussed  ii 
connection  with  reactions  following  spina 
punctures.  The  authors  do  not  considei 
these  theories  in  themselves  satisfactory 
explanations.  A meningismus  alone  can: 
not  explain  why  the  -headaches  are  less 
severe  when  the  patient  is  in  a horizontal 
position,  why  headaches  do  not  follow  cis 
ternal  puncture,  or  why  the  severity  of; 
headaches  seems  to  be  influenced  by  the' 
amount  of  spinal  fluid  withdrawn.  Ever 
though  leakage  occurs,  to  explain  the 
headaches  it  must  be  assumed  that  large1 
amounts  of  spinal  fluid  are  lost.  There 
is  no  proof  that  this  occurs  or  that  leak- 
age lasts  long  enough  to  account  for  the! 
incubation  period. 

Two  other  explanations  of  the  tempo-1 
rary  palsy  in  this  case  are  (1)  a latent! 
virus  infection  activitated  by  the  trauma! 
of  spinal  puncture  and  (2)  a possible1 
hemorrhage  in  the  nuclei  of  both  nerves.i 
The  first  is  pure  speculation,  however,:! 
and  the  second  seems  most  improbable  n 
in  the  absence  of  any  damage  to  closely  fo 
adjacent  structures. 

The  authors  conclude  that  the  best  iti 
explanation  of  the  bilateral  abducens  || 
palsy  in  this  case  is,  therefore,  that  of 
a bilateral  nerve  trunk  injury  due  to  s 
changes  following  lu  mbar  puncture. ; 
They  account  for  the  interval  of  7 days  k 
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between  the  spinal  puncture  and  the  onset 
of  paralysis  by  an  increased  pressure  on 
both  nerves.  From  their  knowledge  of 
lumbar  punctures  in  general,  they  con- 
sider this  a reasonable  deduction  to  make. 

Lymphogranuloma  venereum.  Observa- 
tions in  one  hundred  and  eighty-seven 
cases  at  Bellevue  Hospital.  Maurice 
J.- Costello  and  Julius  A.  Cohen.  Arch. 
Dermat.  & Syph.,  Chicago,  44:  391-397, 
Sept.  1941. 

The  recognition  of  venereal  lympho- 
granuloma as  an  entity  and  the  new  and 
improved  diagnostic  procedures  have  re- 
sulted in  an  apparent  increase  in  the 
number  of  cases  of  this  disease.  There 
were  187  patients  treated  at  Bellevue  Hos- 
pital from  1935  to  1939.  Involvement  of 
the  inguinal  lymphatic  glands  was  20 
i times  more  frequent  in  men  than  in 
. women,  and  twice  as  many  patients  were 
hospitalized  in  1938  as  in  1935.  The 
1 anorectal  type  occurred  1%  times  more 
: frequently  in  women,  and  the  number  of 
j patients  with  this  type  in  1938  was  three 
times  the  number  recorded  for  1935.  The 
| primary  lesion,  occurring  in  the  form  of 
I a herpetic  vesicle,  as  an  evanescent  super- 
ficial papule  or  ulceration,  or  as  a non- 
specific urethritis,  is  seen  more  frequently 
: than  is  generally  recognized.  Serious 
debilitating  late  complications  could  be 
diminished  if  the  diagnoses  of  ulcer  of 
the  penis  “cause  unknown,”  nonspecific 
urethritis,  and  herpes  progenitalis  were 
made  with  the  thought  that  any  one  of 
them  might  be  the  initial  lesion  of  this 
disease. 

The  authors  have  found  that  mouse- 
brain  antigen  is  as  reliable  as  human 
antigen  in  the  performance  of  the  intra- 
dermal  Frei  test.  A control  test  with 
normal  mouse  brain  is  essential.  The  re- 
action to  an  intradermal  Frei  test  usually 
becomes  positive  about  2 to  6 weeks  after 
the  appearance  of  the  initial  lesion.  The 
intravenous  test  is  a specific  check  on  the 
intradermal,  and  the  reaction  may  be 
obtained  before  that  of  the  intradermal 
can  be  demonstrated. 

Differentiation  from  chancroid  is  some- 
times difficult.  Mixed  infections,  caused 


by  syphilis  or  chancroid,  occurred  in 
about  3 percent  of  the  cases  in  this  series. 
A reliable  history,  in  addition  to  the 
clinical  and  laboratory  findings,  is  neces- 
sary for  accurate  diagnosis.  Extrageni- 
tal lesions  involving  the  mouth  have  been 
reported. 

Sulfanilamide  by  mouth  and  Frei  anti- 
gen intravenously,  combined  or  separately, 
appear  to  be  the  most  efficacious  means 
cif  controlling  this  disease  and  of  helping 
to  prevent  anorectal  involvement.  Fur- 
ther studies  of  the  therapeutic  effects  of 
fhese  agents  are  indicated.  Early  rou- 
tine proctoscopic  examinations  should  be 
performed  on  all  patients  suffering  from 
this  disease,  as  proctitis  may  be  an  early 
manifestation  of  the  disease  in  both  sexes. 


TREATMENT 


The  treatment  of  gonorrheal  urethritis 
in  the  male  with  sulfadiazine.  An 

analysis  of  fifty-seven  cases.  Leroy 
W.  LaTowsky,  Richard  B.  Baker, 
Frank  Knight  and  Charles  A.  W. 
Uhle.  J.  Urol.,  Baltimore,  46:  89-94, 
July  1941. 

A study  of  sulfadiazine  in  the  treatment 
of  gonorrheal  urethritis  in  the  male  is 
presented.  A total  of  57  patients  were 
studied,  of  whom  53  were  Negroes.  A 
total  of  26  of  these  patients  had  had  some 
type  of  therapy,  10  patients  having  pur- 
chased sulfanilamide  from  druggists. 
There  were  55  patients  who  were  followed 
to  the  completion  of  the  study,  and  51 
(93  percent)  were  cured  on  an  average 
of  8 days  of  treatment,  with  an  average 
of  17.5  gm.  of  the  drug.  All  cases  re- 
ceived the  drug  in  divided  doses,  usually 
2 to  4 times  a day.  Of  those  cured,  the 
majority  received  2 gm.  daily  for  4,  5,  or  8 
days.  The  only  symptom  of  toxicity  was 
headache,  and  this  occurred  in  only  5 
cases  (8.8  percent).  The  average  time 
elapsing  before  the  cultures  first  became 
negative  for  gonococci  was  13  days.  The 
criteria  of  cure  in  this  study  were  strict 
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and  included,  as  the  final  test,  two  or 
more  negative  smears  and  cultures  of  the 
prostatic  fluid. 

Four  cases  were  failures.  Two  of  these 
patients  had  syphilis  and  were  receiv- 
ing mapharsen  (0.06  gm.  per  week)  at 
the  same  time  they  were  receiving  sulfa- 
diazine. This  brings  up  the  question  as 
to  whether  or  not  mapharsen  has  an  in- 
hibiting effect  on  the  action  of  sulfa- 
diazine. Another  case  that  was  a failure 
had  previously  been  a therapeutic  failure 
with  sulfanilamide  and  also  with  sulfa- 
thiazole.  The  other  treatment  failure 
failed  to  cooperate. 

With  the  administration  of  the  drug  in 
these  dosages,  the  blood  level  of  free  sulf- 
adiazine ranged  from  1.5  to  10.4  mg.  per 
100  cc.  of  blood  and  the  total  sulfadiazine 
from  2.1  to  11.5  mg.  per  100  cc.  of  blood. 
There  were  no  significant  changes  in  the 
erythrocyte,  the  leukocyte,  or  the  differ- 
ential counts  in  17  cases  which  were 
studied. 

The  management  of  gonorrhea.  VI. 
The  sulfonamides.  Neisserian  Medi- 
cal Society  of  Massachusetts.  New 
England  J.  Med.,  Boston,  225:  228-229, 
Aug.  7,  1941. 

The  first  papers  in  this  series  on  the 
management  of  gonorrhea  were  pub- 
lished by  the  Neisserian  Medical  Society 
of  Massachusetts  in  this  journal  in  1934, 
the  fifth  appearing  in  1937. 

It  is  the  Society’s  opinion  that  sulf- 
anilamide should  not  be  used  in  the  treat- 
ment of  gonococcal  infections.  Early  re- 
ports of  its  high  efficiency  were  commonly 
in  error  because  of  failure  to  evaluate 
cure  by  cultural  methods.  Innumerable 
asymptomatic  carriers  were  produced. 
Sulfapyridine  cures  a much  higher  pro- 
portion of  cases,  but  it  causes  more 
serious  reactions  than  sulfanilamide. 
Since  sulfathiazole  is  equally  effective 
and  causes  few  immediate  reactions,  it 
should  be  the  drug  of  choice. 

In  treatment,  the  following  dose  of 
sulfathiazole  is  effective : 2 gm.  daily  for 
10  days — 4 doses  daily  of  0.5  gm,  every 
4 hours.  The  dose  for  children  is  30  mg. 
per  pound  of  body  weight  but  the  total 


daily  dose  should  not  exceed  2 gm.  Th 
fluid  intake  should  not  be  restricted.  I) 
men,  if  there  has  been  no  clinical  im 
provement  by  the  fifth  day,  the  dru, 
should  be  discontinued.  Since  the  clini 
cal  picture  in  women  is  often  confused 
it  is  the  rule  to  give  the  full  course  am 
to  depend  on  bacteriologic  study  fo 
proof  of  response. 

Infections  that  do  not  respond  to  om 
course  of  sulfathiazole  may  often  b< 
cured  by  a second  course,  similar  to  th< 
first,  following  a rest  period  of  a weel 
or  10  days.  More  than  2 consecutive 
courses  of  the  drug  are  of  questionably 
value.  In  case  of  drug  failure,  loca 
treatment  and  possibly  fever  therapy  may 
be  indicated. 

The  patient  should  be  kept  under  ob 
servation  during  treatment.  If  there  is 
persistent  vomiting,  rash  or  other  seven 
reactions,  the  drug  should  be  discon 
tinued.  Moderate  nausea  is  not  ordinarilj 
a cause  for  stopping  the  drug.  Concern 
tration  of  the  drug  in  the  blood  seems 
to  have  no  relation  to  the  clinical  or 
bacteriologic  result.  , 

When  treatment  has  been  concluded, 
the  patient  should  be  directed  to  abstain 
from  unprotected  sexual  contacts  for  at 
least  3 months.  Cultures  of  prostatic 
secretion  and  urine  sediments  in  men 
and  of  exudates  from  the  cervix  and  the 
paraurethral  (Skene’s)  glands  in  women 
should  be  made  from  4 to  6 times  during 
this  period.  Smears  should  be  examined, 
but  negative  smears  should  not  be  relied 
on  as  evidence  of  cure. 

Treatment  of  infections  in  women 
should  be  started  immediately  if  the 
clinical  history  points  to  gonococcal  in- 
fection. Prompt  treatment  usually  pre- 
vents extension  of  the  infection  into  the 
pelvic  cavity,  or  controls  it  if  it  has  al- 
ready occurred.  Smears  and  cultures 
should  be  made  at  the  first  visit. 

Since  sulfathiazole  seems  to  cure  a high 
proportion  of  gonococcal  infections  in 
both  sexes,  the  prompt  use  of  this  drug  ; 


: 


i 


should  result  in  an  early  “chemical  quar-  K 

infections.  Itfc 


antine”  of  many  of  the 
should  now  be  possible  to  cure  gonorrhea  % 
much  faster  than  it  can  spread. 
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Gonorrheal  ophthalmia  and  gonorrheal 
ophthalmia  neonatorum.  An  evalua- 
tion of  the  treatment.  Everett  Bar- 
clay Muir.  Am.  J.  Ophth.,  St.  Louis, 
24:  879-894,  Aug.  1941. 

The  data  on  which  this  thesis  is  based 
tvere  taken  from  the  case  records  of  the 
Cincinnati  General  Hospital  and  the  Chil- 
dren’s Hospital  of  Cincinnati  covering 
from  1923  through  the  first  half  of  1939. 
A total  of  115  cases  of  gonorrheal  ophthal- 
mia and  126  cases  of  gonorrheal  ophthal- 
mia neonatorum  were  reviewed.  There 
were  included  also  293  cases  of  gonorrheal 
ophthalmia  neonatorum  and  307  of  gonor- 
rheal ophthalmia  taken  from  hospitals  in 
other  cities. 

All  cases  of  these  diseases  should  be 
isolated,  and  efficient  nursing  is  essential. 
Buller’s  shield,  while  still  used  on  adults 
in  most  hospitals,  has  been  discarded  in 
some  in  favor  of  posture  alone.  Irriga- 
tion of  the  conjunctival  sac  is  considered 
to  be  indispensable  by  all  clinicians,  boric 
acid  solution  being  used  in  9 out  of  12 
hospitals  in  other  cities.  In  the  Cincin- 
nati cases  intermittent  iced  compresses 
were  found  to  be  of  benefit,  the  use  of 
continuous  iced  compresses  increasing  the 
frequency  of  corneal  ulcers.  Corneal  ul- 
cers occurred  much  less  frequently  in 
gonorrheal  ophthalmia  when  silver  nitrate 
).5  to  2 percent  solution  was  instilled 
into  the  conjunctival  sac  than  when  it 
tvas  painted  on  the  palpebral  conjunctiva. 
Silver  protein  solutions  and  other  anti- 
septic solutions  were  found  of  no  value 
ipart  from  their  use  as  irrigating  fluids. 

The  cornea  should  be  inspected  daily. 
Diligence  and  skill  on  the  part  of  the  doc- 
or  will  save  many  eyes.  When  chemical 
ind  thermal  cauterants  appear  unable  to 
•heck  corneal  ulcer,  repeated  paracenteses 
>r  a conjunctivoplasty  should  be  done. 
Che  general  health  of  the  patient  must  be 
naintained. 

Freshly  boiled,  whole  cow’s  milk,  in- 
ected  intramuscularly,  was  found  to  be 
if  more  value  in  gonorrheal  ophthalmia 
leonatorum  than  in  gonorrheal  ophthal- 
aia.  It  was  the  foreign  protein  most 
avored  hy  ophthalmologists  for  use  in 
I his  disease.  Gonococcal  vaccine  had  been 


tried  by  a number  of  clinicians  without 
success. 

In  the  Cincinnati  series  sulfanilamide 
was  used  in  6 cases  of  gonorrheal  oph- 
thalmia and  in  2 cases  of  gonorrheal  oph- 
thalmia neonatorum.  The  results  were 
not  spectacular.  Seven  of  the  12  hos- 
pitals in  other  cities  reported  they  were 
using  sulfanilamide  in  the  treatment  of 
both  diseases,  together  with  local  meas- 
ures, and  all  considered  it  an  important 
advance  in  treatment.  Artificial  hyper- 
pyrexia was  found  of  value  in  the  treat- 
ment of  severe  and  resistant  cases  of 
gonorrheal  ophthalmia.  The  youngest  pa- 
tient thus  treated  in  the  Cincinati  group 
was  1%  years  of  age.  No  fatalities  oc- 
curred. 

Negro  and  white  infants  seemed  about 
equally  susceptible  to  corneal  damage. 
Negro  adults  were  less  susceptible  than 
white  adults,  although  both  were  more 
susceptible  to  corneal  ulcers  than  were  the 
infants  of  their  respective  races. 

Of  the  115  Cincinnati  cases  of  gonor- 
rheal ophthalmia,  corneal  ulcers  devel- 
oped in  48.8  percent,  visual  impairment 
resulted  in  one  or  both  eyes  in  26.08  per- 
cent, and  perforation  of  the  cornea  oc- 
curred in  16.5  percent.  Of  the  126  cases 
of  gonorrheal  ophthalmia  neonatorum, 
corneal  ulcer  occurred  in  17.4  percent, 
great  visual  impairment  in  9.5  percent, 
and  total  loss  of  vision  in  both  eyes  in 
3.17  percent.  In  the  cases  studied  from 
other  cities  impaired  vision  occurred  in 
29.6  percent  of  the  cases  of  gonorrheal 
ophthalmia  and  in  11.2  percent  of  the 
cases  of  gonorrheal  ophthalmia  neona- 
torum. 

Gonorrheal  ophthalmia.  Treatment 
with  a sulfanilamide  derivative  and 
injections  of  milk.  Otis  S.  Lee,  Jr. 
and  Francis  K.  Lum.  Arch.  Ophth., 
Chicago,  26 : 268-275,  Aug.  1941. 

Seventeen  children  (4  to  9 years  of  age) 
with  epidemic  gonorrheal  ophthalmia 
from  a children’s  receiving  home  in  Shang- 
hai, China,  were  hospitalized  and  divided 
into  three  groups  for  a study  which  is 
reported  here. 

Five  patients  (group  1)  were  given  four 
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injections  of  milk  intragluteally.  The 
ocular  infection  improved  much  under 
this  treatment  but  still  persisted  after  1 
week’s  observation.  Sulfanilyldimethyl- 
sulfanilamide  was  then  given  orally  with 
another  injection  of  milk  to  shorten  the 
period  of  study.  After  1 to  2 days  of 
this  treatment  all  of  the  patients  were 
cured.  No  complications  occurred. 

Five  patients  (group  2)  were  given  sul- 
fanilyldimethylsulfanilamide  orally,  and 
three  of  them  had  the  first  of  three  con- 
secutive negative  smears  for  the  gono- 
coccus in  4 to  5 days.  Two  children  with 
corneal  involvement  before  treatment  con- 
tinued to  show  discharge  and  positive 
smears  for  the  gonococcus  during  the 
treatment  with  the  drug  alone.  Th  iy  re- 
quired a second  course  of  treatment,  con- 
sisting of  injections  of  milk  together  with 
oral  administration  of  the  sulfonamide, 
to  cure  the  infection  after  5 and  6 days 
respectively  of  the  latter  treatment.  In 
one  of  these  two  patients  a corneal  ulcer 
developed  which  perforated  during  treat- 
ment with  the  drug  alone. 

Seven  children  (group  3)  were  given 
a combination  treatment  with  sulfanilyl- 
dimethylsulfanilamide  orally  and  milk 
intragluteally.  Five  of  them  had  the  first 
of  three  consecutive  negative  smears  for 
the  gonococcus  on  the  fifth  day,  1 on  the 
sixth  day,  and  the  seventh  child  (who 
had  involvement  of  the  cornea)  on  the 
tenth  day.  The  eye  of  the  seventh  child 
was  clinically  cured  on  the  sixth  day, 
however.  No  complications  occurred 
during  treatment. 

It  was  shown  that  a combination  treat- 
ment consisting  of  oral  administration  of 
sulfanilyldimethylsulfanilamide  and  in- 
jections of  milk  is  superior  to  injections 
of  milk  alone  in  the  more  rapid  rate  of 
cure  and  also  superior  to  administration 
of  the  drug  alone  in  the  prevention  and 
healing  of  corneal  complications.  Under 
such  combined  therapy,  5 to  7 days  of 
chemotherapy  with  two  injections  of  milk 
are  probably  sufficient  to  cure  uncompli- 
cated gonorrheal  ophthalmia  in  the  acute 
and  subacute  stages  without  danger  of 
relapse.  Patients  with  corneal  complica- 
tions will  require  four  injections  of  milk 


and  possibly  up  to  10  or  12  days  e 
chemotherapy. 


Estrogen  in  gonococcic  vulvovaginitis  i 
girls.  A.  Y.  Ferrari.  Gior.  ital.  c 
dermat.  e sif.,  Milan,  82:  142,  Fel 
1941.  Abs.  in  J.  A.  M.  A.,  Chieag* 
117:  569,  Aug.  16,  1941. 


! 


ID 


Ferrari  has  observed  147  patients  wit 
gonococcic  vulvovaginitis,  ranging  fror 
3 to  10  years  of  age.  One  group  consiste 
of  24  patients  who  presented  no  urethrs 
or  cervical  infection.  They  were  give 
estrogen  as  the  sole  treatment  in  dose 
of  10,000  international  units  at  5-day  ir 
tervals  until  10  to  20  injections  had  bee 
given.  The  second  and  third  groups  cor 
sisted  of  patients  with  and  without  ure 
thral  and  cervical  complications.  The  4 
patients  in  the  second  group  were  treate 
by  irrigations  of  the  external  genital! 
and  vagina  with  a weak  solution  of  pc 
tassium  permanganate  or  with  vagina 
and  urethral  irrigations  with  a 2-percen 
solution  of  strong  protein  silver  or  silve 
nitrate,  after  which  a glycerin  supposi 
tory  containing  2 percent  of  strong  pro 
tein  silver  was  inserted  into  the  vagina 
This  treatment  was  administered  twic 
daily  until  the  infection  was  controlled 
and  once  daily  for  a month  thereafter 
The  75  patients  in  the  third  group  receive* 
estrogen  in  the  same  amount  as  those  ii 
the  first  group  and  local  treatment  a 
given  to  the  second  group. 

Gonococci  disappeared  from  the  secre 
tions  within  30  days  in  18  of  the  firs 
group,  in  60  of  the  third  group,  and  in  4( 
days  in  34  of  the  second  group.  Recur 
rence  took  place  within  6 months  in  1( 
of  18  patients  in  the  first  group,  in  2i 
of  60  in  the  third  group  and  in  15  of  34  o 
the  second  group.  Cure  has  been  perrna 
nent  up  to  the  present  (4  years  aftei 
discontinuation  of  treatment)  in  8 of  tin 
first  group,  in  31  of  the  third,  and  in  It 
of  the  second. 

The  general  health  of  a large  numbei 
of  the  first  and  third  groups  improved  anc 
long  standing  eczema  was  controlled.  One 
girl,  aged  10  years;  began  to  menstruate! 
as  the  result  of  the  treatment. 

Ferrari  concludes  that  estrogen  treat 
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ment  is  indicated  only  in  exceptional  cases 
of  gonorrheal  vulvovaginitis  recently  ac- 
quired and  in  cases  without  urethral  and 
cervical  involvement  which  are  not  con- 
trolled by  the  usual  treatment. 


Azotemia,  acidosis,  anemia  and  leukocy- 
tosis following  sulfanilamide  therapy. 

George  L.  Wolcott.  Internat.  Clinics, 
Philadelphia,  vol.  2,  New  Series  4 : 
47-56,  June  1941. 


Toxic  manifestations  from  sulfanil- 
amide appear  to  occur  on  a basis  of  sensi- 
tivity and  idiosyncrasy.  The  cerebral 
symptoms,  the  “acidosis,”  and  the  eyano- 
; sis  appear  to  be  direct  toxic  effects  of  the 
I drug,  while  the  acute  hemolytic  anemia 
1 and  the  agranulocytosis  must  at  present 
? be  regarded  as  idiosyncrasies.  The  most 
I serious  toxic  reactions  involve  the  blood 
cells.  Acetylsulfanilamide  is  more  toxic 
than  sulfanilamide.  The  acetyl  deriva- 
tive is  present  in  comparatively  low  con- 
centrations in  the  blood  but,  should  an  oc- 
casional individual  acetylate  more  of  the 
drug  than  average,  toxic  symptoms  might 
result. 

Wolcott  reports  an  unusual  case  of  se- 
vere, prolonged  azotemia  secondary  to  an 
acute  hemolytic  anemia  following  sulfa- 
nilamide therapy.  The  patient  also  ex- 
hibited severe  leukocytosis  and  a marked 
depression  of  the  plasma  carbon  dioxide 
ombining  power.  From  a study  of  this 
:ase,  augmented  by  a review  of  the  litei'- 
rture,  Wolcott  concludes  that  sulfanil- 
unide  may  cause:  (1)  In  hypersensitive 
individuals  an  acute  hemolytic  anemia, 
characterized  by  rapid  fall  in  erythrocytes 
md  hemoglobin,  hyperbilirubinemia  with 

I 

aundice,  reticulocytosis  and  marked  leu- 
:oeytosis.  (2)  Renal  insufficiency  char- 
cterized  by  oliguria  and  azotemia,  sec- 
ndary  to  the  intravascular  hemolysis,  be- 
ause  of  (a)  deposition  of  acid  hematin 
a the  renal  tubules  in  acid,  concentrated 
rine;  (b)  crystallization  of  free  or  con- 
ugated  sulfanilamide  within  the  tubules  ; 
r (c)  “renal  anaphylaxis.”  (3)  Disturb- 
nce  of  the  acid-base  balance  of  the  blood 
a)  with  the  production  of  a carbon  di- 


oxide deficit  type  of  alkalosis  from  pri- 
mary hyperventilation,  or  (b)  with  the 
production  of  acidosis  from  failure  of  the 
renal  tubules  to  reabsorb  base  and  bicar- 
bonate. Although  these  idiosyncratic  re- 
actions to  sulfanilamide  are  usually  char- 
acterized by  recovery,  fatalities  may 
occur. 

The  case  reported  was  that  of  a Negro 
circus  worker,  admitted  to  Bellevue  Hos- 
pital because  of  sore  throat,  malaise,  and 
cough.  Two  years  previously  he  had  had 
a penile  chancre  for  which  subsequent 
treatment  was  inadequate.  The  white 
blood  count  on  admission  was  20,000,  urine 
normal,  NPN  was  33  mg.  per  100  ce.,  blood 
Wassermann  reaction  strongly  positive. 
Sulfanilamide  was  begun  on  the  second 
and  was  stopped  empirically  on  the  fifth 
day  after  a total  of  19.2  grams  had  been 
administered.  On  the  eight  day  the  pa- 
tient was  acutely  ill.  On  the  ninth  day 
the  white  blood  count  was  up  to  55,600, 
the  red  blood  count  was  2.08  million  with 
46  percent  hemoglobin,  the  NPN  70  mg. 
per  100  cc.  The  urine  was  smoky  amber, 
acid,  specific  gravity  1.010,  albumin  two 
plus,  urobilin  one  plus,  occasional  fine 
granular  casts,  red  and  white  blood  cells. 
The  icterus  index  was  10.  The  next  day 
the  NPN  went  to  300,  the  leukocytes  were 
51,000,  the  red  blood  count  was  2.00  mil- 
lion with  50  percent  hemoglobin  and  uri- 
nary findings  unaltered,  with  a 24-hour 
output  of  only  100  cc.  In  spite  of  in- 
tensive therapy  and  the  establishment  of  a 
diuresis,  the  patient  remained  critically 
ill  for  2 more  days.  The  azotemia  per- 
sisted and  the  carbon  dioxide  combining 
power  (determined  for  the  first  time)  was 
20  volumes  percent. 

Clinical  improvement,  which  was  first 
noted  on  the  thirteenth  day,  continued. 
Uric  acid  and  creatinine  levels  were  ele- 
vated in  proportion  to  the  NPN.  The 
leukocytosis  became  normal  on  the 
twenty-third  day.  Renal  function  tests 
during  the  last  week  of  hospital  stay 
demonstrated  persisting  impairment  of 
function.  The  patient  was  considered  re- 
covered and  was  discharged  on  the  forty- 
second  day. 
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Nervous  complications  of  sulphonamide 

therapy.  Lancet,  London,  2:  162-163, 

Aug.  9,  1941. 

Since  the  introduction  of  the  sulfona- 
mides, the  nerve  lesions  which  may  com- 
plicate the  acute  infections  seem  to  have 
been  less  rare,  presumably  because  more 
patients  with  severe  infections  now  sur- 
vive long  enough  to  develop  them.  How- 
ever, these  nerve  lesions  must  be  distin- 
guished from  the  peripheral  neuritus 
which  may  be  produced  by  the  drugs 
themselves.  Clinically,  the  course  of  the 
two  is  different.  In  the  septic  type  the 
lesion  is  either  a radiculitis,  especially  in 
streptococcal  infections,  or  is  confined  to 
the  ulnar  or  peroneal  nerve,  which  be- 
comes acutely  painful  and  tender,  with 
paresis  of  the  muscles  it  supplies.  The 
sulfonamides,  however,  produce  progres- 
sive paresthesias  of  the  extremities  with 
muscular  weakness  beginning  in  the  small 
muscles  of  the  hands  and  feet  and  gradu- 
ally spreading  centrally  accompanied  by 
sensory  and  reflex  loss ; in  one  or  two 
extreme  instances  there  has  been  com- 
plete loss  of  power  in  all  four  limbs.  The 
sulfonamide  neuritis  was  originally  de- 
scribed as  a rare  toxic  effect  of  sulfanila- 
mide, usually  after  considerable  over- 
dosage, the  amount  given  ranging  from 
50  to  as  much  as  130  gm.  With  the 
development  of  the  sulfanilamide  de- 
rivatives, particularly  p-aminobenzene- 
sulfondimethyl  amide,  case-reports  have 
been  farily  frequent,  and  total  amounts 
of  only  12  to  30  gm.  of  this  compound 
have  caused  the  trouble.  The  etiology 
of  the  neuritius  is  not  fully  understood, 
but  experiments  in  pigeons  have  shown 
that  vitamin  Bi  will  prevent  paralysis, 
and  in  patients  undergoing  sulfonamide 
therapy  there  is  a decreased  excretion  of 
vitamin  Be  Unfortunately  treatment  of 
the  neuritis  with  vitamin  Bi  is  only 
partly  successful.  All  that  can  be  done 
is  to  stop  the  drug  and  rest  the  affected 
parts  with  splints  until  the  acute  phase 
has  subsided.  When  there  are  signs  of 
returning  activity,  steadily  increasing 
faradism  with  remedial  exercise  should 
be  given.  In  severe  cases,  recovery  is 
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slow  but  the  ultimate  prognosis  is  still 
good. 

The  pathology  of  the  lesions  has  nol 
been  studied  adequately  in  the  humar 
subject,  but  much  has  been  learned  from 
animal  experiment.  Chickens  are  pe 
culiarly  liable  to  have  lesions  of  the  cen 
tral  nervous  system  during  sulfonamide 
therapy,  and  in  them  Beiter  and  his  col 
leagues  of  Minneapolis  have  demonstrated  ! 
myelin  condensation  with  axon  swelling  J® 
from  this  cause.  Sulfanilamide  was 
found  to  be  the  least  harmful  to  the  cen  a 
tral  nervous  system  of  the  drugs  studied 
the  order  of  increasing  toxicity  being  then 
sulfapyridine,  sulfathiazole,  and  sulf 
amethylthiazole.  In  chickens  it  was  pos 
sible  to  demonstrate  selective  variations 
in  the  concentration  of  different  com 
pounds  in  different  parts  of  the  centra! 
nervous  system  after  treatment,  and  simi 
lar  variations  are  probable  in  man.  The 
human  sciatic  nerve  may  certainly  shov 
concentrations  appreciably  higher  thar 
those  found  in  the  blood,  and  if  this  i 
representative  of  other  peripheral  nerves 
the  merchanism  of , neuritis  becomes 
understandable.  The  importance  of  the 
selective  distribution  of  sulfonamides  be 
tween  blood  cells  and  plasma  has  been 
pointed  out,  and  a study  of  the 
elistribution  in  other  organs  seems  worth 
attempting. 

Some  patients  have  had  acute  menin-  : 
gitis  following  intrathecal  use  of  sodium 
sulfapyridine ; and  paralysis  of  the  eauda 
equina,  with  slow  recovery,  has  been  re 
ported  after  other  soluble  compounds  ad 
ministered  in  this  way.  Other  patients 
have  had  injuries  to  the  gluteal  or  sciatic;  *■ 
nerve,  particularly  its  external  popliteal 
division,  after  careless  intramuscular  in- 
jections of  sodium  sulfapyridine,  which 
may  produce  local  necrosis.  It  is  unwise 
to  give  more  than  1 gm.  in  33%  percent 
solution  into  the  buttock  at  any  one  time 
If  more  must  be  given,  it  should  be  given 
intravenously. 

Mental  disturbance  more  pronounced 
than  that  commonly  arising  during  acute 
fevers  may  be  observed  during  sulf 
amide  therapy  and  may  be  a sign  of 
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>verdosage  (Johnstone,  D.  F. ; Forgacs,  P. : 
Brit.  M.  J.,  1:  772,  1941).  An  extreme 
example  of  this  was  in  the  patient  who 
had  acute  mania  after  he  had  been  given 
4 gm.  of  sulfapyridine  every  4 hours  for 
3 days,  by  mistake.  He  recovered  both 
mentally  and  physically  on  withdrawal 
ef  the  drug.  Less  severe  examples  of 
confusion  are  sometimes  seen  after  mod- 
erate dosages,  indicating  that  the  pa- 
tients are  sensitive  to  the  drug.  A pe- 
culiar form  of  delayed  cerebral  depression 
may  follow  any  of  the  sulfonamides  now 
n common  use.  This  depression  is  char- 
icterized  by  inability  to  concentrate  or 
ldd  up  simple  sums,  with  loss  of  the  fine 
coordinating  power  necessary  for  per- 
forming acts  such  as  typing.  The  final 
prognosis  of  this  is  good.  The  amide  of 
licotinic  acid  may  be  effective  in  such 
cases. 

3emphigus  foliaceus-like  eruption  fol- 
lowing use  of  sulfanilamide  and  sulf- 
apyridine.  Max  S.  Wein  and  Eugene 
P.  Lieberthal.  J.  A.  M.  A.,  Chicago, 
117:  850-852,  Sept.  6,  1941. 

A male  patient  of  the  Michael  Eeese 
Hospital,  suffering  from  acute  left  otitis 
nedia  and  mastoiditis,  was  given  sulfa- 
ulamide  from  Nov.  IS  to  27,  after 
vhich  a generalized  morbilliform  erup- 
ion  developed.  (The  dosage  of  the  drug 
s not  given. ) Three  days  after  the  drug 
lad  been  discontinued  the  eruption  had 
iractically  receded  and  a simple  mas- 
oidectomy  was  performed.  About  Dec. 
.8  a generalized  malodorous  dermatitis 
vith  exfoliation  developed.  At  readmis- 
ion  to  the  hospital  he  appeared  acutely 
11,  and  his  skin  presented  a generalized 
ight  brown  pigmentation  with  large, 
lakelike,  moist  exfoliation  superimposed, 
luring  January  and  February  he  re- 
eived  a total  of  500  cc.  of  human  serum 
utravenously.  There  was  constant  im- 
irovement  in  his  physical  condition  but 
everal  bullae  appeared  on  his  body. 
These  ruptured,  leaving  raw,  oozing  sur- 
aces.  The  patient  was  kept  on  sup- 
mrtive  therapy  and  seemed  to  be  making 
n uneventful  recovery  until  May  20, 
?hen  he  died  with  severe  dyspnea. 


Changes  observed  at  post  mortem  ex- 
amination included  abscesses  of  the  left 
lung  with  peripheral  bronchopneumonia  ; 
bronchopneumonia  of  the  right  lung ; tu- 
berculosis of  the  tracheobronchial  lymph 
nodes ; brown  atrophy  of  the  heart ; pul- 
monary emphysema  and  edema ; diffuse 
hemorrhagic  cystitis ; chronic  hyperemia 
of  the  liver  and  kidneys ; multiple,  exten- 
sive decubital  ulcers ; meningeal  hyper- 
emia ; a solitary  hematoma  of  the  liver. 

The  sulfonamides  have  great  power  to 
harm  the  patient,  and  there  is  necessity 
for  the  trained  user  of  them  to  recognize 
the  varied  cutaneous  pictures  which  in- 
dicate a toxic  reaction,  in  order  that  the 
use  of  the  drug  may  be  promptly  stopped. 

Development  of  acute  exfoliative  der- 
matitis during  administration  of  sulf- 
athiazole.  Mary  Weinstein  and  Al- 
bert H.  Domm.  J.  A.  M.  A.,  Chicago, 
117:  607-608,  Aug.  23,  1941. 

An  acute  exfoliative  dermatitis  devel- 
oped in  a Negro  patient  suffering  from 
an  atypical  pneumonia  after  he  had  re- 
ceived in  2 days  15  gm.  of  sulfathiazole 
accompanied  by  equal  amounts  of  sodium 
bicarbonate.  He  died  on  the  ninth  day 
after  admission  to  the  Philadelphia  Gen- 
eral Hospital.  Autopsy  revealed  that  al- 
most the  entire  cutaneous  surface  of  the 
body  was  affected,  except  the  hands, 
forearms,  feet  and  legs.  The  epiderm 
was  exfoliated  in  great  patches.  Nikol- 
sky’s sign  was  present  on  regions  of  in- 
volvement. There  were  no  definite  blebs ; 
it  appeared  that  the  epiderm  had  simply 
been  loosened  from  the  corium. 

The  abrupt  onset  of  cutaneous  involve- 
ment, increasing  fever  and  progressive 
toxicity,  together  with  the  unusual  der- 
matologic process,  suggests  that  the  case 
is  an  instance  of  acute  exfoliative  derma- 
titis due  to  sulfathiazole.  Other  than  an 
overwhelming  toxemia  resulting  from  the 
widespread  involvement  of  the  skin,  no 
satisfactory  cause  of  death  was  found. 
It  is  of  significance  that  this  patient  ex- 
perienced a cutaneous  rash  in  1929  follow- 
ing intravenous  therapy,  presumably  from 
arsphenamine,  for  “bad  blood.” 

The  potential  danger  of  sulfathiazole 
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dermatitis  should  be  kept  in  mind  with 
the  first  appearance  of  cutaneous  lesions. 
Withdrawal  of  the  drug  and  forcing  of 
fluids  at  the  first  sign  constitute  the  safest 
procedure. 

Sodium  sulfathiazole:  Its  caustic  ac- 
tion. Russell  Fletcher.  California  & 
West.  Med.,  San  Francisco,  55:  94, 
Aug.  1941. 

The  author  reports  the  case  of  a pa- 
tient treated  locally  with  sodium  sulfa- 
thiazole for  sinusitis,  which  illustrates  the 
extreme  danger  of  such  use  of  the  drug. 
The  drug  charred  or  burned  the  granula- 
tions and  entire  lining  of  the  left  antrum 
of  the  patient.  Each  time  that  it  was 
given,  the  drug  was  allowed  to  escape 
immediately  from  the  sinus  through  the 
nose  and  through  a fistula  into  the  mouth. 
If  it  had  remained  in  the  antrum,  more 
serious  complications  probably  would  have 
resulted. 

The  sodium  salts  of  the  sulfonamide 
group  are  extremely  alkaline,  having  a 
pH  which  ranges  from  10  to  11.  This  is 
about  as  alkaline  as  arsphenamine,  and 
it  is  well  known  that  arsphenamine,  be- 
cause of  its  alkalinity,  causes  necrosis 
when  it  gets  outside  of  a vein.  Such  so- 
lutions are  extremely  caustic  and  may  do 
irreparable  damage  if  they  are  instilled 
into  tissues,  sinuses,  or  any  body  cavity 
such  as  the  pleural  or  peritoneal  cavity. 

Transitory  myopia.  A complication  of 
sulfanilamide  therapy.  Samuel  S. 
Blankstein.  Am.  J.  Ophth.,  St.  Louis, 
24:  895-899,  Aug.  1941. 

Transitory  myopia  occurs  largely  from 
the  local  ocular  disturbances  such  as 
trauma  and  iritis  and  from  general  sys- 
temic diseases  such  as  diabetes.  Drug 
therapy  is  an  important  etiologic  factor 
in  its  production,  especially  from  arsphen- 
amine preparations  and  sulfanilamide. 

Blankstein  reports  a case  of  transitory 
myopia  following  treatment  with  sulfa- 
nilamide. A white  male,  aged  34  years, 
was  referred  to  him  on  September  6, 1939, 
because  of  blurring  of  vision  of  19  hours’ 
duration.  His  family  physician  had  been 
treating  him  with  sulfanilamide  for  a 


gonorrheal  urethritis  during  the  past 
days.  He  was  taking  40  grains  daily 
4 equal  doses  with  an  equal  amount 
sodium  bicarbonate.  The  response 
therapy  was  quite  good.  Repeated  Wa 
sermann  examinations  were  negative.  ( 
September  5 there  had  been  a sudd* 
marked  blurring  of  vision  for  distan 
to  such  a degree  that  he  was  unable 
drive  his  car.  He  had  never  worn  glass 
and  had  never  had  any  eye  complaint 
Examination  showed  that  the  unaid< 
vision  was  0.1  in  the  right  eye  and  20/3< 
in  the  left.  There  was  good  light  perce 
tion  and  projection.  The  sulfanilamh 
was  stopped  immediately,  and  the  patiei 
was  advised  to  drink  a large  amount  < 
fluid.  In  the  next  24  hours  he  develop* 
a toxic  dermatitis  characteristic  of  thi 
seen  following  sulfanilamide  therapy.  C 
September  12  the  unaided  vision  in  ear 
eye  was  1.2  and  the  accommodative  pow< 
was  6.0  diopters. 

The  author  says  a study  of  the  case  rul< 
out  ciliary  spasm  as  a factor  and  leac 
to  the  conclusion  that  the  condition  wr 
more  likely  a reaction  on  the  part  of  tt 
lens  either  on  an  allergy  basis  or  as  dr 
to  a difference  in  the  osmotic  tension  <j 
the  lens  as  compared  to  the  aqueous  pn 
duced  by  the  unequal  distribution  of  sul 
anilamide  within  the  eye. 
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Acute  myopia  induced  by  sulfanilamid' 
Report  of  a case.  Bernard  B.  Frie< 
man.  Am.  J.  Ophth.,  St.  Louis.,  21 
935,  Aug.  1941. 
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A white  male,  29  years  old,  had  bee  1 
given  a prescription  for  150  grains  c 
sulfanilamide  to  be  taken  in  20  hours.  O » 
the  fourth  day  the  patient  came  to  th  ti 
author  with  the  complaint  that  his  dis  a 
tance  vision  was  considerably  blurrec  P 
Examination  revealed  that  the  vision  fo  v 
distance  was  R.  E.  20/80,  L.  E.  20/10(  $ 
The  pupils  were  slightly  larger  than  noi  s 
mal  but  reacted  promptly  to  light  am  j a 
accommodation.  Two  days  later,  when  n ' 
more  sulfanilamide  had  been  taken,  th'  c 
vision  was  20/20  in  each  eye  without  cor  a 
rection  and  the  patient  felt  his  vision  ha<i ! 
returned  to  normal.  Several  months  late  s 
examination  showed  no  changes.  [ 


410 


Venereal  Disease  Information,  November  19't  ' 1 


The  author  concludes  that  acute  myopia 
is  another  of  the  possible  toxic  manifes- 
tations of  the  ingestion  of  sulfanilamide. 
The  use  of  medication  with  less  toxic 
reactions  is  suggested  in  the  treatment  of 
diseases  where  sulfanilamide  is  not  spe- 
cifically indicated. 

Problems  in  lymphogranuloma  vene- 
reum. Marion  E.  Howard.  Internat. 
Clinics,  Philadelphia,  vol.  2,  New 
Series  4:  187-199,  June  1941. 

Among  the  many  problems  in  venereal 
lymphogranuloma  are  the  early  diagnosis 
of  the  disease,  when  patients  are  infec- 
tious, and  the  best  form  of  therapy  for 
a particular  case.  One  of  the  greatest 
needs  is  a clear  understanding  of  the 
significance  of  a positive  Frei  test  and 
the  circumstances  under  which  the  test 
may  be  negative. 

During  the  primary  stage  of  the  dis- 
ease, the  chills,  fever,  malaise,  and  joint 
pains  are  often  lightly  passed  over  by 
the  patient  as  being  due  to  the  flu.  It 
is  during  this  phase  that  the  infrequently 
seen  or  recognized  primary  lesion  may 
be  present.  The  Frei  test  is  apt  to  be 
negative  or  doubtful  and  early  diagnosis 
obscure.  During  the  secondary  stage, 
when  regional  lymph  nodes  are  involved, 
the  Frei  test  becomes  positive,  but  in  some 
cases  not  until  there  is  beginning  suppu- 
ration of  the  gland  itself  or  involvement 
of  the  overlying  skin.  This  necessitates 
repeating  the  skin  tests  in  early  sus- 
picious cases  where  the  results  of  the 
first  tests  are  negative  or  doubtful. 

Three  cases  are  discussed.  Because 
of  the  youth  (17  years)  of  the  first  pa- 
tient, the  positive  skin  test  to  brucellergin, 
and  the  genital  ulcerations  being  com- 
pletely overlooked,  the  diagnosis  of 
venereal  lymphogranuloma  was  not  made. 
Some  months  later  this  girl  was  the 
source  of  infection  in  the  second  case, 
and  he,  in  turn,  transmitted  the  disease 
to  his  wife,  case  3.  No  data  could  be 
collected  as  to  the  incubation  period  in 
any  of  these  cases.  The  period  during 
which  the  patient  with  venereal  lympho- 
granuloma remains  infectious  is,  in  all 
probability,  a long  one.  In  case  2 it  was 
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not  until  a month  after  admission  to  the 
hospital  and  6 weeks  after  the  onset  of 
acute  illness  that  a Frei  test  was  positive. 
How  diagnosis  can  be  established  early 
in  such  Frei-negative  cases  is  a question. 
Chemical  studies  on  the  blood  and  serum 
of  these  patients  have  demonstrated  that 
there  is  a persistent  hyperglobulinemia 
in  most  of  them.  This  may  be  determined 
by  the  formol-gel  test  or  the  Takata-Ara 
test.  While  an  increased  globulin  is  not 
pathognomonic  for  venereal  lymphogran- 
uloma, in  a patient  with  lymph  node  en- 
largement it  should  bring  to  mind  such 
a diagnosis.  False  positive  Frei  reac- 
tions are  not  as  a rule  troublesome  it 
attention  is  paid  to  the  source,  prepara- 
tion, storage,  and  sterility  of  the  antigen 
used.  Case  3 was  considered  as  a possible 
case  of  typhoid  in  a Frei-positive  indi- 
vidual until  repeated  stool  cultures  failed 
to  show  typhoid  organisms. 

No  specific  therapy  was  employed  in 
these  early  cases.  Recently,  semiweekly 
intravenous  injection  of  Frei  antigen  and 
the  oral  administration  of  sulfanilamide 
have  been  advocated.  Approximately  30 
to  40  percent  of  cases  with  inguinal  aden- 
itis subside  without  suppuration  and 
fistulas  improve  on  bed  rest  or  restricted 
activity  alone. 

Two  cases  are  discussed  in  which  sur- 
gery was  repeatedly  resorted  to  for  rectal 
abscesses  before  venereal  lymphogranu- 
loma was  suspected  and  Frei  tests  done. 
Howard  believes  that  all  cases  of  proctitis 
and  colitis  are  worthy  of  a Frei  test  and 
careful  proctoscopic  and  X-ray  examina- 
tions ; in  many  instances  the  patient  may 
be  saved  inadequate  treatment,  recur- 
rence, or  even  serious  spread  of  the  infec- 
tion. The  first  step  in  the  treatment  of 
any  rectal  lesion  should  be  directed  to- 
ward determining  the  extent  of  involve- 
ment of  the  rectum  and  the  activity  of 
the  lesion.  The  results  with  surgery  in 
many  instances  have  been  poor.  Since 
the  disease  tends  toward  cicatrization, 
in  the  absence  of  a specific  therapy  atten- 
tion might  better  be  directed  toward 
improving  the  general  physical  condition 
of  these  patients  with  the  hope  of  ac- 
celerating the  natural  processes  of  heal- 
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ing.  Surgery  may  then  be  attempted  at 
a later  date  if  it  is  indicated. 

The  therapy  of  lymphogranuloma  vene- 
reum. Robert  Brandt  and  Robert  B. 

Greenblatt.  South.  M.  J.,  Birming- 
ham, 34:  941-949,  Sept.  1941. 

The  authors  discuss  the  results  of 
treatment  of  202  patients  who  had  vene- 
real lymphogranuloma.  The  methods 
employed  were:  (1)  Topical  treatment 
(dusting  powders,  iontophoresis,  cauteri- 
zation, antiseptics),  (2)  surgical  treat- 
ment, (3)  proteinotherapy  (including 
nonspecific  proteinotherapy  and  con- 
valescent serum),  (4)  vaccinotherapy, 
(5)  chemotherapy,  (6)  physiotherapy. 
They  state  that  topical  treatment,  beyond 
cleanliness  and  protection,  is  both  unnec- 
essary and  ineffective.  Only  secondary 
fusospirochetosis  must  be  so  treated, 
preferably  with  a mixture  of  cod  liver  oil 
and  zinc  peroxide  or  with  a solution  of 
cod  liver  oil  plus  neoarsphenamine  in 
glycerine.  Buboes  should  not  be  incised, 
although  the  pus  may  be  aspirated  if 
necessary.  Total  extirpation  of  the 
glands  is  an  effective  way  of  terminating 
the  entire  infection,  but  this  procedure 
requires  long  and  expensive  hospitaliza- 
tion, and  lymphatic  obstruction  may 
follow.  Milk  or  nonspecific  vaccine 
injections  have  some  effect  on  acute 
buboes  but  are  ineffective  in  chronic 
lesions.  Treatment  with  convalescent 
serum  or  whole  blood  is  sometimes  rather 
successful.  In  the  experience  of  the 
authors,  subcutaneous  or  intracutaneous 
vaccinotherapy  with  Frei  antigen  was 
effective  only  in  the  recent  stages  of  the 
disease.  In  chronic  manifestations  it  was 
not  as  effective.  Intravenous  administra- 
tion of  Frei  antigen  produced  consider- 
able improvement  in  three  cases  and 
slight  improvement  in  three  other  cases. 
It  resulted  in  subjective  relief  in  one  case 
of  esthiomene,  but  it  had  no  effect  in  one 
case  of  venereal  lymphogranuloma  com- 
bined with  venereal  granuloma. 

Sulfanilamide,  sulfabenamide  ( French 
preparation),  sulfapyridine,  sulfanilic 
acid,  and  sulfathiazole  were  the  sulfona- 
mides used  in  this  series.  The  antimony 
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preparations  fuadin  and  anthiomalint 
were  used  in  some  cases.  The  adminis 
tration  of  sulfanilamide  was  relatively 
inexpensive,  comparatively  effective,  anq 
rather  well  tolerated.  The  effect  of  sulfa 
benamide  was  somewhat  slower  than  that 
of  sulfanilamide,  but  it  was  less  toxic 
and  could  be  used  in  prolonged  treatment 
Sulfapyridine  was  found  to  be  unsuitable 
for  ambulatory  clinic  patients  because  o: 
disagreeable  side  effects.  Sulfanilic  acid 
was  well  tolerated,  but  it  produced  nc 
beneficial  results  in  recent  cases,  and  it 
seemed  to  have  little  effect  in  chronic 
cases.  However,  Hebb,  Sullivan,  and  Fel 
ton  have  reported  excellent  results  from 
treatment  with  this  drug  in  chronic  cases!  . 
over  long  periods  of  time.  The  authors 
have  no  final  judgment  concerning  sulfa- 
thiazole. In  a few  cases  with  draining 
sinuses  there  was  no  remarkable  cessa- 
tion of  the  discharge. 

The  authors  found  the  antimony  drugsi 
useless.  Eight  to  18  injections  of  fuadin 
or  anthiomaline  failed  to  induce  any 
change  in  six  patients  with  elephantiasis 
or  chronic  lymphadenitis.  In  one  patient 
with  venereal  granuloma  developing  on 
an  older  venereal  lymphogranuloma  bubo, 
fuadin  cured  the  venereal  granuloma  but 
left  the  fistulization  unchanged.  Fifty-; 
six  tablets  of  sulfabenamide  greatly  les 
sened  the  discharge  from  the  fistulae  in 
this  case. 


Roentgen-ray  therapy  was  found  to  be 
of  no  use  in  chronic  manifestations.  In 
buboes,  it  sometimes  hastened  suppura- 
tion. The  final  results  were  less  favor- 
able than  those  obtained  by  chemotherapy 
or  vaccinotherapy.  For  this  reason,  the 
treatment  was  carried  out  with  a small 
number  of  patients,  only. 
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According  to  Martz  and  Foote,  long- 
wave diathermy  is  very  effective  in  rectal 
stricture.  In  the  authors’  clinic,  short- 
wave treatment  was  used.  Almost  im- 
mediate relief  of  pain  or  discomfort  was 
the  most  striking  effect  of  short-wave 
application,  whether  the  coil  or  the  rectal 
electrode  was  used.  The  authors  do  not 
yet  know  what  permanent  results  may  be 
expected  from  such  treatment. 
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The  authors  summarize  the  results  of 
treatment  as  follows : 

1.  Bubo.  The  acute  bubo  of  venereal 
lymphogranuloma  is  profoundly  influ- 
enced by  chemotherapy  with  sulfanila- 
mide and  its  derivatives  and  compounds. 
Late  manifestations  do  not  occur  after 
intensive  early  treatment,  but  chronic 
lesions  (especially  rectal  strictures) 
often  develop  without  preceding  acute 
manifestations.  Vaccinotherapy  is  also 
effective  in  the  acute  stage,  but  to  a lesser 
degree.  Surgical  procedures,  except  for 
aspiration  of  pus,  are  rarely  indicated. 

2.  Ulceration  and  elephantiasis.  Ul- 
cerative and  hyperplastic  lesions  are  less 
favorably  influenced  than  buboes.  Those 
of  short  duration  usually  yield  to  pro- 
longed chemotherapy,  possibly  reinforced 
by  vaccinotherapy  or  physiotherapy. 
Chronic  ulcerations  and  elephantiasis  are, 
however,  resistant  to  therapy.  Chemo- 
therapy is  often  effective  in  relieving 
pain  and  discharge,  and  may  combat  pro- 
gression, but  only  occasionally  does  it 
produce  a definite  cure.  Symptomatic 
improvement  may  also  be  accomplished 
by  intravenous  vaccinotherapy  or  physio- 
therapy. The  removal  of  hypertrophic 
tissue  usually  allows  good  and  often  per- 
sistent results,  especially  if  combined 
with  chemotherapy. 

3.  Rectal  stricture.  In  patients  with 
rectal  stricture,  chemotherapy  often  re- 
lieves pain,  rectal  leukorrhea,  and  general 
complaints.  Stenosis  is  relieved  by  me- 
chanical dilatation,  and  chemotherapy  is 
highly  recommended.  Long  wave  or 
short-wave  diathermy  has  a favorable  ef- 
fect on  the  inflammatory  process  and  al- 
lows the  stenotic  lumen  to  soften.  Here, 
too,  the  combination  with  mechanical  di- 
latation is  recommended. 

Patients  treated  in  the  acute  stage  of 
venereal  lymphogranuloma  may  expect 
complete  healing.  The  treatment  of  neg- 
lected lesions  or  those  developing  without 
a preceding  acute  stage  is  less  promising, 
but  the  therapeutic  procedures  available 
at  present  are  sufficient  to  lessen  many 
complaints  and  to  create  a tolerable  sit- 
uation for  most  of  the  patients  (much 


more  so  than  could  have  been  provided 
in  the  past). 

Influence  of  various  therapeutic  meas- 
ures on  periodic  heart  block  asso- 
ciated with  Cheyne-Stokes  respira- 
tion; a case  report.  Henry  Miller  and 
Frank  T.  Fulton.  Ann.  Int.  Med., 
Lancaster,  14:  2296-2306,  June  1941. 

A 56-year-old  Negro  man  was  admitted 
to  hospital  on  October  9,  1938,  complain- 
ing of  exertional  and  paroxysmal  dyspnea, 
cough,  and  insomnia.  There  was  a his- 
tory of  an  untreated  penile  sore  about 
20  years  previously.  A diagnosis  of  syph- 
ilitic aortitis  was  made.  The  patient  im- 
proved rapidly  with  bed  rest,  digitalis, 
and  routine  cardiac  care,  and  he  was  dis- 
charged improved  11  days  later.  An  elec- 
trocardiogram showed  marked  left  axis 
deviation,  prolonged  P-R  time  up  to  0.24 
second  and  diphasic  T-waves  in  lead  I. 

On  November  13,  1938,  he  was  readmit- 
ted to  the  hospital  in  an  attack  of  acute 
pulmonary  edema.  He  again  improved 
rapidly  with  oxygen,  bed  rest,  digitalis, 
and  sedatives  and  was  discharged  2 weeks 
later.  An  electrocardiogram  showed  a 
more  deeply  inverted  Ti,  a diphasic  T2,  and 
marked  left  axis  deviation.  In  the  pre- 
cordial lead  the  T-wave  was  inverted. 

Following  discharge,  the  patient  was 
fairly  comfortable  with  greatly  restricted 
activity  and  1%  grains  of  digitalis  per  day 
until  12  days  prior  to  the  third  admission 
to  the  hospital,  at  which  time  he  again 
began  to  have  attacks  of  nocturnal  dysp- 
nea. When  admitted  to  the  hospital  this 
time  he  had  Cheyne-Stokes  respiration. 
The  pulse  became  slow  during  the  apneic 
periods  and  increased  during  the  hy- 
perpneic  phases.  The  veins  of  the  neck 
were  congested  and  showed  expansile 
systolic  pulsations.  There  was  marked 
systolic  pulsation  of  the  carotid  vessels. 
The  pupils  were  unequal  and  fixed  to 
light ; the  fundal  vessels  were  moderately 
arteriosclerotic.  A heaving  elevation  of 
the  entire  chest  synchronous  with  each 
heart  beat  was  evident.  Resonance  was 
diminished  over  the  lower  third  of  both 
lungs  posteriorly  and  over  these  areas 


Venereal  Disease  Information , November  194-1 


413 


moist  rales  were  heard.  The  outermost 
point  of  cardiac  action  was  seen  and  felt 
in  the  sixth  left  intercostal  space  in  the 
midaxillary  line  as  a systolic  heave  of 
marked  amplitude.  The  right  cardiac 
border  was  percussed  5 cm.  from  the  mid- 
sternal  line  in  the  fifth  interspace.  There 
was  a moderately  loud  systolic  and  blow- 
ing diastolic  murmur  best  heard  at  the 
base  but  transmitted  over  the  entire  pre- 
eordium.  The  pulmonic  second  sound  was 
accentuated.  During  apnea,  the  rate  was 
about  40  per  minute,  and  during  hyperp- 
nea,  78  per  minute.  The  peripheral  ves- 
sels were  moderately  thickened ; and 
Corrigan  pulse,  capillary  pulsations,  and 
Duroziez’s  signs  were  present.  The  blood 
pressure  was  154/60.  Roentgenograms 
of  the  chest  showed  the  cardiac  silhouette 
increased  in  all  diameters,  especially  in 
the  region  of  the  left  ventricle.  There 
was  an  increase  in  the  supracardiac  dul- 
ness,  especially  in  the  region  of  the  as- 
cending portion  of  the  aorta,  consistent 
with  the  diagnosis  of  syphilitic  aortitis 
or  aneurysm  of  the  aorta.  The  findings  in 
the  lungs  were  due  to  congestive  changes. 
The  Wassermann  and  Kahn  tests  were 
positive  on  three  occasions.  An  electro- 
cardiogram showed  a partial  heart  block 
in  leads  I and  IV  and  in  leads  II  and  III, 
a complete  auriculo ventricular  dissocia- 
tion with  bigeminy  due  to  alternate  ven- 
tricular extrasystoles.  The  Q-R-S  com- 
plexes were  slurred  and  showed  left  axis 
deviation.  In  leads  I and  II  the  S-T  seg- 
ments were  depressed  and  the  T-waves 
diphasic.  In  the  precordial  lead,  the 
T-wave  was  still  inverted.  The  diag- 
nosis was  syphilitic  heart  disease,  cardiac 
hypertrophy  and  dilatation,  aneurysm  of 
the  ascending  aorta,  aortic  insufficiency, 
transient  heart  block,  class  III. 

According  to  the  authors,  this  case  af- 
forded an  unusual  opportunity  to  study 
factors  influencing  the  occurrence  and 
disappearance  of  heart  block  associated 
with  Cheyne-Stokes  respiration.  Digi- 
talis, morphine,  and  carotid  sinus  pres- 
sure, which  are  known  to  increase  vagal 
tone,  either  induced  or  accentuated  the 
heart  block,  while  atropine  abolished  the 
block.  This  confirmed  the  vagal  origin 


of  the  periodic  variations  in  rhythm. 
Epinephrine,  50  percent  glucose,  and 
paredrine  failed  to  modify  the  block. 
This  supports  the  view  that  the  vagus’ 
is  the  mechanism  by  which  the  block  was 
produced. 

Contrary  to  usual  experience,  caffeine 
sodiobenzoate  was  the  only  measure 
which  restored  normal  breathing  and 
coincidentally  abolished  the  transient 
heart  block  in  this  patient.  Whether 
this  was  due  to  stimulation  of  the  re- 
spiratory center  is  problematical.  Oxy- 
gen administration  resulted  in  subjective 
improvement  without  affecting  the  pe- 
riodic respiration,  while  aminophyllin, 
except  for  a slight  modification  of  the 
type  of  respiration,  was  ineffectual.  The 
failure  of  mecholyl  to  reproduce  the 
heart  block  was  attributed  to  the  in- 
dividual variation  in  response  to  the 
drug. 

The  authors  discuss  the  literature  on, 
and  their  own  experience  with,  the  fol- 
lowing drugs  and  therapeutic  measures : 
(1)  Atropine.  (2)  theophylline-ethylene- 
diamine,  (3)  caffeine  sodiobenzoate,  (4) 
morphine,  (5)  acetyl-beta-methylcholine 
chloride  (mecholyl),  (6)  digitalis,  (7) 
carotid  sinus  stimulation,  (8)  oxygen 
administration. 
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PATHOLOGY 


The  aortic  valvular  lesion  associated 
with  the  Austin  Flint  murmur.  Ben- 
jamin A.  Gouley.  Am.  Heart  J.,  St. 
Louis,  22 : 208-218,  Aug.  1941. 

1 *. 

An  explanation  of  the  Austin  Flint 
murmur  that  is  acceptable  to  many  clini-  * 
cians  is  that  blood  regurgitating  through 
a damaged  aortic  valve  strikes  against  F 
the  anterior  mitral  curtain  and  pushes  ■ 
it  laterally  into  the  auriculoventricular  i# 
blood  stream,  thus  creating  a functional  |Fi 
obstruction  at  the  mitral  valve. 

In  a series  of  10  patients  who  had  Flint  j!il 
murmurs  incidental  to  aortic  regurgita-  iti 
tion,  a characteristic  deformity  of  the  k 
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ight  aortic  leaflet  was  found  at  necropsy, 
’his  consisted  of  a concave,  cup-shaped 
eficiency  of  the  inner  portion  of  the 
;aflet,  so  situated  as  to  divert  the  re- 
gurgitating blood  toward  the  lower  por- 
on  of  the  anterior  mitral  curtain.  The 
itter  showed  on  its  ventricular  aspect 
thickening  which  was  interpreted  as 
frictional  sclerosis.  The  posterior 
frtic  leaflet  was  normal  in  some  cases, 
ouley  does  not  attempt,  on  the  basis 
: this  small  series  of  patients,  to  exclude 
jsterior  leaflet  lesions  as  occasional  fac- 
>rs  of  importance.  His  experience  indi- 
ces, however,  that  they  are  uncommon. 
The  majority  of  the  patients  studied 
id  syphilitic  cardiovascular  disease ; one 
ise  had  complicating  subacute  bacterial 
itral  endocarditis  and  in  two  the  aortic 
sion  was  due  solely  to  rheumatic  dis- 
ise.  It  appears  that  some  destructive 
■ocess  incidental  to  infection,  usually 
'philitic,  plays  an  important  role.  Gou- 
y has  previously  pointed  out  that  de- 
ruction of  the  supporting  fibro-elastic 
>asket”  of  the  right  anterior  aortic  leaf- 
t by  syphilis  was  a determining  factor 
the  subsequent  valvular  deformity.  It 
probable  that  a similar  inflammatory 
ocess  is  involved  in  the  localization 
id  development  of  the  valvular  deform- 
7 of  the  Flint  murmur. 

In  4 of  the  5 cases  discussed  at  length 
ere  was  syphilitic  involvement. 


) LABORATORY 
RESEARCH 


e vesicular  test.  Diagnostic  method 
)f  infection  by  poradenic  (lympho- 
granuloma inguinale)  virus.  Carlos 
Ottolina.  Am.  J.  Trop.  Med.,  Balti- 
more, 21:  597-602,  July  1941. 

ilFrei’s  test  links  many  different  patho- 
l.ic  processes  which  are  classified  as  the 
•S:th  venereal  disease.  It  has  been  sug- 
>p3ted  that  the  infection  by  poradenic 
vus  should  be  considered  a general  dis- 
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ease  with  three  periods,  like  syphilis,  and 
with  anatomic  changes  more  or  less  lim- 
ited to  the  reetogenital  area,  although 
extragenital  localizations  have  been 
described. 

The  study  of  patients  suspected  of  pora- 
denic virus  infection  is  sometimes  difficult 
because  the  Frei  antigen  is  not  always  at 
hand ; the  buboes  may  be  scarce  and  the 
activity  of  the  antigen  is  limited.  To 
overcome  these  difficulties,  antigenic  ani- 
mal sources  have  been  created  by  artificial 
infection  of  the  market  ape  and  white 
mouse.  Ottolina  has  found  the  ape  anti- 
gen not  so  reliable  as  the  human  antigen. 
Since  peculiarities  of  the  classic  Frei  test 
sometimes  leave  the  observer  perplexed, 
several  workers  have  been  trying  to  find 
a new  diagnostic  method  for  the  pora- 
denic virus  infection.  Ottolina  focused 
his  attention  on  the  cerebrospinal  fluid  in 
his  search  for  a human  antigen  easy  to 
obtain,  aseptic,  and  containing  a small 
amount  of  albumin. 

Spinal  puncture  and  vacuum  concentra- 
tion of  the  fluid  were  carried  out  under 
aseptic  conditions.  If  the  fluid  obtained 
by  reducing  10  cc.  to.  1.5  cc.  (concentration 
No.  1)  is  injected  intradermally,  a vesicle 
appears  24  hours  later  at  the  point  of  in- 
jection. The  shape  of  the  vesicle  may  be 
ovoid,  circular,  or  triangular,  but  there  is 
a definite  trend  toward  the  hemispheric 
form.  The  dimensions  vary  greatly. 
The  blister  skin  always  has  a darker 
shade  than  the  surrounding  skin.  The 
fluid  in  the  blister  shows  a light  tension 
24  hours  after  the  injection ; after  4 or 
5 days  the  blister  is  only  a pigmented 
spot  about  2 mm.  in  diameter.  The  vol- 
ume of  the  vesicular  fluid  is  about  0.05  cc. 
A standard  technic  was  adopted,  using 
the  concentration  of  the  cerebrospinal 
fluid  obtained  by  reducing  10  cc.  of  fluid 
to  2 cc.  (concentration  No.  2)  and  an 
intradermal  injection  of  0.3  cc. 

In  the  Frei-positive  cases  with  ana- 
tomic changes,  i.  e.,  proctitis,  rectal 
stricture,  Jersild’s  syndrome  (5  cases) 
the  vesicular  test  was  always  positive. 
The  Frei-negative  cases,  with  anatomic 
changes  of  marked  rectal  stricture  (2 
cases),  showed  the  vesicular  test  also 
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negative.  In  the  Frei-positive  cases 
without  rectogenital  changes  (5  cases), 
the  vesicular  test  was  positive.  Simi- 
larly1 concentrated  cerebrospinal  fluid  ob- 
tained from  Frei-negative  men  and  in- 
jected into  Frei-positive  patients  did  not 
produce  any  blister,  papule,  or  erythema. 
Frei-negative  men  without  rectogenital 
changes  (8  cases)  did  not  show  any  reac- 
tion to  fluid  obtained  from  Frei-positive 
or  Frei-negative  subjects. 

Other  concentrations  less  strong  than 
the  No.  2 sometimes  produced  the  reaction. 
The  standard  amount  of  0.3  cc.  and  also 

0.2  cc.  always  provoked  the  reaction ; if 
0.1  cc.  was  injected  the  test  proved  nega- 
tive. The  life  of  the  antigenic  power  in 
the  concentrated  fluid  has  not  been  defi- 
nitely determined.  A temperature  of  56 
degrees  maintained  for  a half  hour  does 
not  alter  the  antigenic  power  of  the  con- 
centrated fluid.  An  autoreaction  is 
possible. 

Ottolina  feels  that  these  results 
warrant  confirmation  by  other  workers. 

The  therapeutic  activity  of  the  organic 
arsenical  compounds  in  syphilis  of 
rabbits  in  relation  to  the  urinary  ex- 
cretion of  arsenic.  John  A.  Kolmer, 
Herman  Brown  and  Anna  M.  Rule. 
Am.  J.  Syph.,  Gonor.  & Ven.  Dis.,  St. 
Louis,  25:  486-495,  July  1941. 

The  authors  report  the  results  of  an 
investigation  conducted  with  arsphena- 
mine,  neoarsphenamine,  sulfarsphena- 
mine,  and  bismarsen  in  an  attempt  to 
determine  the  urinary  excretion  of  ar- 
senic in  relation  to  the  biologic  cure  of 
rabbits  with  acute  syphilitic  orchitis  as 
well  as  in  relation  to  the  prevention  of 
syphilitic  orchitis  in  these  animals. 

A summary  of  the  results  of  the  in- 
vestigation is  as  follows : 

1.  Single  intravenous  injections  of 
arsphenamine  in  dose  of  0.012  gm.  and 
of  neoarsphenamine  in  dose  of  0.016  gm. 
per  kg.  resulted  in  the  biologic  cure  of 
rabbits  with  acute  syphilitic  orchitis  with 
a total  daily  urinary  excretion  of  arsenic 
varying  from  0.15  to  0.38  mg.  over  the 
first  3 days  following  treatment. 


2.  With  sulfarsphenamine,  the  minim:  ; 
curative  dose  was  0.024  gm.  by  intr:!  * 
muscular  injection  with  the  total  dail|  ~ 
excretion  of  0.65  to  2.58  mg.  of  arsen  r1 
over  the  same  period  of  time. 

3.  With  bismarsen,  the  minimal  cur:  8 
tive  dose  was  0.012  gm.  by  intramuscuk 
injection,  accompanied  by  the  total  dai 
excretion  of  0.42  to  1.31  mg.  arsenic  ov<!  * 
a period  of  3 days  in  which  case  tl  11 
lower  excretion  of  arsenic  in  relation  1 1 
cure  was  evidently  due  to  bismuth. 

4.  Biweekly  intravenous  injections  < 11 
0.002  to  0.004  gm.  arsphenamine  and  0.0(: 
and  0.008  gm.  neoarsphenamine  per  k 
for  3 weeks  did  not  effect  the  biolog1 
cure  of  rabbits  with  total  daily  urinar 
excretions  of  arsenic  varying  from  0.C! 
to  1.18  mg.  over  the  period  of  treatmen;  ^ 

5.  Biweekly  intramuscular  injections  < j, 
sulfarsphenamine  in  dose  of  0.008  gr  [,, 
per  kg.  for  six  doses  resulted  in  biolog  j j| 
cure  accompanied  by  a total  daily  urinai 
excretion  of  0.12  to  1.18  mg.  arsenic  ovc 
the  period  of  3 weeks. 

6.  The  biweekly  intramuscular  inje 

■ 

tion  of  bismarsen  in  dose  of  0.003  gm.  pc. 
kg.  for  six  doses  resulted  in  biologic  cui 
with  a total  daily  excretion  of  0.02  1 
0.54  mg.  arsenic  over  the  period  of  trea 
ment. 

7.  Single  intravenous  injections  of  ar 
phenamine  in  dose  of  0.012  gm.  per  k; 
did  not  protect  rabbits  against  infectio 
when  inoculated  intratesticularly  with  r 
pallidum  on  the  same  day  and  1,  2,  4,  an 
10  days  later  with  total  urinary  excri 
tions  of  0.24  to  0.48  mg.  of  arsenic  on  tl 
days  of  inoculation. 

8.  The  single  intravenous  injection  ( 
neoarsphenamine  in  dose  of  0.024  gm.  pe 
kg.  protected  a rabbit  against  infectio 
when  inoculated  intratesticularly  with  r 
pallidum  on  the  same  day  with  a totj| 
urinary  excretion  of  0.53  mg.  arseni 
But  rabbits  inoculated  1,  2,  4,  and  10  daj  ' 
after  this  treatment  developed  syphiliti  Is 
orchitis  with  total  urinary  excretions  ( 1 
arsenic  varying  from  0.5  to  0.9  mg.  o 1 
the  days  of  inoculation. 

9.  The  single  intramuscular  injectij  * 
of  bismarsen  in  dose  of  0.018  gm.  per  kj  1 
protected  rabbits  against  infection  whe! ! 
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hoculated  intratesticularly  with  T.  palli- 
um on  the  same  and  the  following  day, 
hen  the  urine  showed  a total  urinary 
scretion  of  0.42  to  0.46  mg.  of  arsenic, 
.abbits  inoculated  2,  4,  and  10  days  after 
lis  treatment  developed  syphilitic  orchi- 
s with  total  urinary  excretions  of  0.3 
> 0.72  mg.  of  arsenic  on  the  days  of 
loculation. 


10.  The  question  of  total  urinary  excre- 
on  of  arsenic  in  relation  to  the  treatment 
: human  syphilis  with  arsenical  eom- 
mnds  is  discussed.  Urinary  estimations 
: arsenic  in  relation  to  dosage  may  be  of 
>ine  value  in  human  beings  receiving 
•senical  treatment. 

!he  effect  of  alkali  on  crystalluria 
‘ from  sulfathiazole  and  sulfadiazine. 

']  Leon  Schwartz,  Harrison  F.  Flippin, 
# John  G.  Reinhold  and  Albert  H. 
IDomm.  J.  A.  M.  A.,  Chicago,  117: 
j'  514-515,  Aug.  16,  1941. 

Hematuria,  oliguria,  anuria,  pain  in 
le  loin  and  uroliths  associated  with 
te  use  of  sulfapyridine  or  sulfathiazole 
ive  been  reported  in  the  literature, 
tiese  renal  complications  are  due,  in 
rt  if  not  entirely,  to  the  presence  of 
lfapyridine  or  sulfathiazole  crystals  in 
e urinary  tract.  They  have  sometimes 
cessitated  the  discontinuance  of  the 
emotherapy  at  a time  when  treatment 
most  desired.  A daily  output  of  at 
jast  1,200  cc.  of  urine  has  previously 
en  recommended  in  order  to  facilitate 
e excretion  of  these  compounds. 

A study  of  the  urine  from  50  adult 
tients  receiving  sulfathiazole  in  the 
Jatment  of  pneumonia  and  50  receiving 
lfadiazine  has  been  made  by  the  au- 
ors.  They  examined  180  samples  of 
ine  from  patients  who  had  received 
alkali  during  treatment  and  110  sam- 
s from  patients  to  whom  sodium  bi- 
rbonate  was  administered  in  an  amount 
ual  to  that  of  the  drug.  It  was  found 
it  the  incidence  and  number  of  crystals 
the  drug  found  in  the  urine  samples 
:re  distinctly  less  in  the  group  which 
d received  alkali  together  with  either 
Ifathiazole  or  sulfadiazine.  Patients 
:eiving  sulfadiazine  showed  fewer  crys- 
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tals  in  their  urine  than  did  those  receiving 
sulfathiazole. 

The  authors  conclude,  therefore,  that 
it  is  advisable,  in  order  to  decrease  the 
incidence  and  number  of  crystals  of  these 
drugs  in  the  urine,  to  administer  an 
alkali  with  sulfathiazole  and  possibly  also 
with  sulfadiazine. 

A rapid  bedside  test  for  the  concentra- 
tion of  sulfanilamide,  sulfapyridine 
and  sulfathiazole.  A.  G.  Sheftel. 
J.  A.  M.  A.,  Chicago,  117:  439-440, 
Aug.  9,  1941. 

Sheftel  describes  a new,  rapid,  bedsiae 
method  for  the  determination  of  sulfanil- 
amide, sulfapyridine  and  sulfathiazole,  a 
modification  of  the  Marshall  method, 
which  has  the  following  advantages : All 
reagents  are  stable,  in  tablet  form.  The 
only  pipette  required  is  one  for  collecting 
blood.  Only  0.1  cc.  of  blood  for  sulfanila- 
mide test,  and  0.2  cc.  for  the  sulfapyridine 
and  sulfathiazole  tests  are  required.  A 
special  colorimeter  consists  of  a lucite 
wedge  mounted  on  a frame  on  which  there 
is  an  attachment  to  hold  the  test  tube 
containing  the  substance  to  be  examined. 

The  blood  to  be  tested  is  collected  in 
a test  tube  which  has  been  filled  with 
water  to  the  upper  mark.  The  four  re- 
agents in  tablet  form  are  added  in  the 
proper  order,  shaking  the  tube  and  letting 
it  stand  for  a half  minute  between  the 
additions.  The  tube  is  then  inserted  into 
the  clip  of  the  colorimeter,  and  the  win- 
dow is  slid  up  or  down  until  the  color  of 
the  tube  matches  the  lucite  wedge  stand- 
ard. The  concentration  is  then  read,  ex- 
pressed in  milligrams  per  hundred  cubic 
centimeters  of  blood  on  the  scale. 

Leprosy:  Complement  fixation  with 
Gaehtgens’  spirochete  antigen  com- 
pared with  standard  Wassermann  and 
Kahn  tests.  D.  W.  Patrick  and  D.  M. 
Wolfe.  Pub.  Health  Rep.  Washing- 
ton, 56:  1757-1759,  Aug.  29,  1941. 

In  1939  Capelli  performed  complement 
fixation  tests  on  the  serums  of  24  leprous 
patients,  employing  Gaehtgens’  phenolized 
cultures  of  Treponema  pallidum  (palli- 
gen)  as  antigen,  and  compared  the  re- 
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suits  with  those  obtained  with  the 
Wassermann  procedure  and  the  Meinieke 
flocculation  test.  He  reported  that  with 
Gaehtgens’  test  none  of  the  serums  gave 
a positive  result  with  the  exception  of 
one  case  which  was  considered  to  be 
syphilitic.  The  Wassermann  reactions 
were  positive  with  66  percent  and  the 
Meinieke  with  39  percent  of  the  serums. 

The  authors  have  carried  out  a similar 
study  with  serums  from  94  patients  in 
Kalihi  Hospital,  Honolulu,  who  were  con- 
sidered nonsyphilitic  after  careful  study. 
Gaehtgens’  original  procedure  was  not 
followed  exactly  because  it  was  considered 
more  desirable  to  use  the  technic  of  the 
standard  Wassermann  (Kolmer)  test, 
merely  substituting  the  palligen  for  the 
Kolmer  antigen.  Gaehtgens’  recom- 
mended dose  (0.25  cc.  of  equal  parts  of 
stock  palligen  and  0.3  percent  phenolized 
physiologic  salt  solution)  was  used. 
Serum  dilutions  of  1:5,  1:10  and  1 : 20 
were  examined,  and  the  standard  com- 
plement fixation  procedure  was  closely 
followed.  The  final  result  of  each  serum 
was  obtained  by  totaling  or  summarizing 
the  results  of  the  3 serum  dilutions. 

The  results  obtained  are  given  in  a 
table.  It  is  shown  that  with  the  spiro- 
chete complement  fixation  reaction,  the 
percentages  for  the  maculo-anesthetic, 
bacteriologically  negative  cases,  the  mac- 
ulo-anesthetic, bacteriologically  positive, 
and  the  nodular  type  are  5.9,  3.3,  and  10.5 
respectively ; for  the  maculo-anesthetic, 
bacteriologically  positive,  and  nodular 
cases,  the  percentages  were  10  and  70 
for  the  Wassermann  test,  and  16.6  and 
66.1  for  the  Kahn  (no  cases  of  the  maculo- 
anesthetic,  bacteriologically  negative 
type  were  tested  by  the  Wassermann  or 
Kahn  tests).  Therefore  fewer  positive 
results  were  obtained  with  the  spirochete 
complement  fixation  test  than  with  either 
the  Wassermann  or  Kahn — 7.4  percent 
with  the  former  and  38.3  with  each  of  the 
latter ; also  more  positive  results  were 
obtained  with  the  serums  of  the  nodular 
cases  than  with  those  of  the  maculo- 
anesthetic  cases. 


PUBLIC  HEALT1 
ADMINISTRATIOI 


Problems  of  the  Negro  in  the  venere 
disease  control  program.  H a r o 1 

Whitted.  J.  Nat.  M.  A.,  New  Yor 
33:  168-170,  July  1941. 


Nearly  8,000,000  (30  percent)  of  tl 
population  of  the  South  are  Negroe 
About  70  percent  of  the  South’s  Neg 
population  is  rural.  The  author  believ 
that  the  major  problem  of  the  venere 
disease  control  program  in  the  South 
in  the  rural  farm  territory. 

In  13  southern  States,  Negroes  mal 
up  a larger  percentage  of  the  farm  you 
than  of  the  nonfarm  youth  (census 
1930).  In  Arkansas,  Mississippi,  ar 
South  Carolina,  Negro  youth  compri 
more  than  40  percent  of  all  farm  yout 
In  two  additional  States — Georgia  ai 
Louisiana — more  than  40  percent  of  i 
farm  youth  are  Negroes.  It  is  a notorio 
fact  that  these  farm  youths  are  lea 
conversant  on  the  cause,  mode  of  sprea 
and  modern  methods  of  treatment  of  tl 
venereal  diseases.  In  the  early  193( 
(and  conditions  today  are  about  t) 
same)  at  least  900,000  Negroes  of  hi; 
school  age  were  not  in  school.  In  tv 
States — Arkansas  and  Mississippi — on 
4.7  percent  of  the  Negro  population 
high  school  age  actually  enrolled  in  hi; 
school.  In  five  other  southern  Stat< 
the  percentage  was  below  10.  In  : 
southern  States  there  were  230  counti 
having  a population  of  159,000  Negro 
15  to  19  years  of  age  which  did  not  ha 
high  school  facilities  for  Negro  pupi 
within  their  boundaries.  In  these  sari1; 
States  there  were  195  more  counties  wi  L 
nearly  200,000  Negroes  of  high  school  a;  L 
which  did  not  have  a 4-year  high  scho 
for  Negroes  within  their  boundaries.  || 
is  an  established  fact  that  ignorance  ai 


poverty  lead  to  a high  incidence  , 


Venereal  Disease  Information,  November  li  . 


418 


venereal  diseases.  In  contrast,  recent 
studies  have  shown  that  the  incidence 
of  venereal  disease  in  those  who  have 
had  the  privilege  of  attending  high  school 
lor  college  is  decidedly  lower.  In  schools 
young  people  have  greater  access  to 
medical  advice  on  health  in  general  and 
on  sex  and  parenthood.  Any  attempt  to 
bring  the  standard  of  Negro  education  up 
to  the  national  average  would  aid  greatly 
in  the  venereal  disease  program. 

In  the  rural  sections  of  the  South,  ap- 
proximately 85  percent  of  Negro  babies 
• are  delivered  by  midwives.  The  Negroes 
in  this  area  are  generally  too  poor  to 
afford  a physician,  so  they  are  forced  to 
hire  midwives,  whose  rates  are  much 
lower.  Many  of  these  midwives  are  illit- 
erate and  superstitious.  They  do  not  un- 
derstand the  importance  of  determining 
the  existence  of  venereal  disease  in  the 
mother.  This  fact  is  one  of  the  reasons 
why  the  high  stillbirth  rate  has  continued 
to  add  much  to  the  problem  of  control  of 
congenital  syphilis  in  these  rural  areas. 
With  the  improvement  of  health  services, 
including  free  venereal  disease  clinics, 
and,  if  needed,  traveling  clinics  for  those 
who  live  long  distances,  fewer  children 
in  the  South  would  die  from  the  effects 
)f  syphilis. 

The  treatment  of  venereal  diseases  is 
generally  an  expensive  item.  The  per 
capita  gross  farm  income  in  the  south- 
eastern states  in  1930  (with  the  exception 
!af  Florida)  ranged  from  $177.00  in  Ar- 
kansas to  $172.00  in  Virginia.  It  was  not 
>o  low  in  any  other  part  of  the  country. 
According  to  the  results  of  a survey  eon- 
lucted  by  the  Bureau  of  Home  Economics 
)f  the  U.  S.  Department  of  Agriculture, 
'legro  families  in  34  villages  of  Georgia 
iind  Mississippi  spent  an  average  of  $11.00 
dr  medical  care  during  an  entire  year, 
'dany  of  these  families  go  an  entire  year 
vithout  the  services  of  a physician.  This 
neans  much  unnecessary  suffering  not 
inly  for  those  infected  with  the  venereal 
liseases  but  also  for  those  with  other 
ypes  of  disease.  On  such  incomes  these 
>eople  cannot  afford  treatment  from  a 
mrivate  physician.  It  is  essential  that 
idequate  and  free  clinic  service  be  avail- 


able in  order  that  the  venereal  diseases 
may  be  controlled. 

In  the  so-called  free  clinics  in  which  the 
clinician  receives  a certain  salary  for  his 
services  to  the  local  community,  the  cli- 
nician is  usually  required  to  be  a member 
of  the  local  county  medical  society.  Ne- 
gro physicians  are  not  permitted  to  become 
members  of  such  societies.  Thus,  they 
are  disqualified  as  clinicians  in  the  free 
clinics.  The  existence  of  such  conditions 
does  not  foster  cooperation  between  medi- 
cal groups  and  does  not  work  for  the  suc- 
cess of  the  venereal  disease  control  pro- 
gram. Adequately  trained  Negro  person- 
nel should  be  employed  to  carry  on  this 
important  work. 

To  achieve  the  goal  in  venereal  disease 
control,  serious  national  and  local  coop- 
eration will  be  required.  The  fundamen- 
tal problems  of  education  of  the  rural 
Negro,  prenatal  examination  and  treat- 
ment, adequate  free  and  traveling  clinics 
for  the  indigent,  and  the  employment  of 
Negro  clinicians  will  have  to  be  solved. 
In  many  cases,  the  life  and  minds  of  the 
people  must  be  freed  from  a prudish  re- 
fusal to  face  facts.  In  all  deliberations 
the  aim  and  method  must  be  governed 
by  the  thought  of  preserving  the  health 
of  the  people  of  the  Nation.  It  is  not  a 
disgrace  to  be  infected  with  a disease,  but 
it  is  a reproach  to  the  Nation  to  deprive 
the  people  of  knowledge  and  modern  medi- 
cal aids  which  combat  disease. 

The  Cleveland  venereal  disease  pro- 
gram. E.  J.  Braun  and  It.  N.  Hoyt. 

Bull.  Acad.  Med.,  Cleveland,  26:  7-8, 

13,  Aug.  1941. 

The  Division  of  Health  of  Cleveland 
has  always  recognized  the  importance 
of  adequate  control  of  the  venereal  dis- 
eases, and  has  for  years  carried  on  this 
activity  as  a subdivision  of  the  Bureau 
of  Contagious  Diseases.  The  central  of- 
fice for  this  activity  is  the  diagnostic 
clinic  at  the  city  hall  and  a branch  of 
the  same  at  the  central  police  station. 
The  latter  is  limited  to  vice  cases  and 
other  medicolegal  cases.  Close  coopera- 
tion is  maintained  with  all  local  and 
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national  agencies,  treatment  clinics,  and 
the  medical  profession. 

The  diagnostic  clinic  serves  as  an  ex- 
amining clinic  and  a clearing  center  for 
the  public  and  the  medical  profession. 
Here  persons  come  of  their  own  volition 
to  seek  a diagnosis  or  advice,  or  are  re- 
ferred by  physicians,  clinics,  or  other 
agencies  for  the  same  purpose.  Delin- 
quents, contacts,  and  sources  of  infection 
are  also  examined  at  the  diagnostic  clinic, 
and  are  referred  by  physicians,  clinics, 
hospitals,  medical  and  social  agencies, 
and  out-of-town  public  health  or  other 
agencies.  The  division  of  health  is  not 
engaged  in  the  active  treatment  of 
syphilis  or  gonorrhea.  All  persons  re- 
quiring treatment  are  referred  to  a clinic 
or  a physician. 

A venereal  disease  register  is  main- 
tained at  the  diagnostic  clinic.  This  is 
a card  index  file  of  all  new  cases  reported 
to  the  division  of  health  by  clinics,  physi- 
cians, and  hospitals.  These  morbidity 
statistics  aid  in  studying  the  trend  of  dis- 
ease incidence  from  year  to  year,  as  well  as 
in  furnishing  other  useful  and  important 
data.  The  original  physician’s  venereal 
disease  report  is  forwarded  to  the  State 
Department  of  Health  at  Columbus. 
Physicians  are  required  by  law  to  report 
cases  of  venereal  disease.  Since  the  pri- 
vate physician  diagnoses  and  treats  over 
half  the  new  cases  occurring  in  Cleve- 
land, it  is  clear  that  the  success  or  failure 
of  any  control  program  depends  on  his 
cooperation  with  the  division  of  health. 

The  control  of  syphilis  through  case- 
holding and  case  finding  among  dispen- 
sary patients  has  reached  a relatively 
high  degree  of  perfection.  Through  spe- 
cial venereal  disease  nurses  cooperating 
with  the  hospital  dispensaries,  patients 
are  kept  under  treatment  much  longer 
than  heretofore,  and  many  new  cases  are 
found  through  contact  follow-up.  It  is 
hoped  that  soon  the  private  physician  will 
cooperate  in  this  manner,  and  that  he 
will  tolerate  epidemiologic  follow-up  by 
the  nursing  staff  as  in  the  case  of  tuber- 
culosis, typhoid  fever,  and  other  com- 
municable diseases.  The  following  free 
services  are  available  to  physicians  in 


Cleveland:  (1)  Consultation;  (2)  labora- 
tory— blood  tests,  spinal  fluid  tests,  smear 
examinations,  dark-field  examinations ; 
(3)  free  drugs — mapharsen,  neosalvar- 
san,  tryparsamide,  and  bismuth  sub- 
salicylate; (4)  follow-up  services;  (5) 
educational  activities — literature,  pam- 
phlets, lectures,  etc.  In  return  for  these 
free  services  the  private  physician  should 
cooperate  in  the  venereal  disease  control 
program. 

Although  the  apprehension  and  control 
of  prostitutes  is  a police  matter,  the  Ohio 
State  law  empowers  the  local  health  au- 
thorities to  examine  and,  if  necessary, 
quarantine  all  persons  arrested  for  vice 
offenses.  In  Cleveland  all  such  persons 
are  examined  daily.  About  50  percent 
of  new  offenders  have  infectious  syphilis 
or  gonorrhea.  Old  offenders  have  usu- 
ally had  syphilis  and  are  not  infectious, 
either  having  been  cured  or  being  still 
under  treatment  and  on  probation.  Per- 
sons with  open  infectious  syphilis  are 
quarantined  in  the  City  Hospital  and 
after  release  are  treated  at  a clinic  or 
by  their  private  physician.  Patients 
with  early  latent  syphilis  are  quarantined 
in  the  hospital  ward  of  the  Women’s  Cor- 
rection Farm  at  Warrensville,  and  later 
released  to  a clinic  or  a private  physician. 
Uncomplicated  cases  of  gonorrhea  are 
quarantined  at  Warrensville,  compli- 
cated cases  at  City  Hospital. 

Results  of  blood  tests  among  draftees 
reveal  about  2 percent  positivity  among 
the  white  men  and  18  percent  among 
Negro  men. 

On  August  15,  1941,  the  recently  en- 
acted marriage  law  amendments  go  into 
effect,  requiring  blood  tests  for  syphilis 
before  marriage  in  Ohio. 


Incidence  of  venereal  diseases.  Brit. 
M.  J.,  London,  2:  208,  Aug.  9,  1941. 
Also,  Present  position  of  venereal  dis- 
ease. Lancet,  London,  2:  136-137,!! 
Aug.  2,  1941. 

Since  the  outbreak  of  the  War  in  Eng- 
land the  incidence  of  venereal  diseases# 
has  not  increased  to  anything  like  the 
extent  that  was  feared.  A discussion  on1 
this  subject  arranged  by  the  Medical  So-| 
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ciety  for  the  Study  of  Venereal  Diseases 
on  July  26  brought  out  the  unanimous 
view  that  while  there  had  been  some  in- 
crease, it  was  very  slight  compared  with 
the  experience  of  previous  wars. 

Colonel  Harrison  showed  that  in  1939 
the  number  of  cases  of  early  syphilis  ad- 
mitted for  the  first  time  at  civilian  centers 
in  England  and  Wales  was  4,986,  a de- 
crease of  45  percent  since  1931  and  less 
than  a third  of  the  number  in  1920.  The 
death  rate  from  syphilis  in  infants  fell 
from  2.03  per  1,000  in  1917  to  0.2  per  1,000 
in  1939.  The  admission  rate  for  syphilis 
in  the  Navy  stationed  at  home  fell  from 
8.1  per  1,000  per  year  in  1921  to  1.96  in 
1936,  the  latest  year  for  which  published 
figures  were  available.  In  the  Army  at 
home,  the  syphilis  rate  fell  from  9.8  per 
1,000  per  year  in  1921  to  0.9  in  1937.  In 
the  Air  Force  during  the  same  period,  the 
rate  for  primary  and  secondary  syphilis 
fell  from  4.1  to  0.5.  The  higher  rates  in 
stations  abroad  suggest  that  the  decline  is 
some  index  of  the  improvement  in  the 
position  at  home. 

Returns  from  civilian  clinics  indicated 
that  from  the  outbreak  of  the  War  to  the 
end  of  March  1940,  the  fall  in  the  syphilis 
rate  did  not  continue.  Colonel  Harrison 
estimated  that  syphilitic  infections  in  men 
had  increased  in  England  and  Wales  in 
1940  by  about  27  percent  and  that  the  total 
increase  in  both  sexes  was  about  23 
percent. 

Civilian  cases  of  gonorrhea  have  been 
fewer  than  before,  but  when  service  cases 
were  added,  the  total  number  of  cases  in 
men  showed  an  increase  of  9 to  10  per- 
cent. Colonel  Harrison  was  disturbed  to 
find  that  the  treatment  centers  had 
treated  fewer  women  in  1940  in  spite  of 
the  clear  evidence  of  increased  incidence 
in  men.  However,  sulfonamide  treatment 
of  gonorrhea  has  made  recourse  to  pri- 
vate practitioners  so  much  more  common 
than  before,  that  clinic  statistics  for  the 
disease  are  now  a very  imperfect  indica- 
tion of  incidence  and  comparisons  with 
previous  years  are  fallacious. 

From  October  1940,  the  Ministry  of 
Health  had  refunded  local  authorities 
three-quarters  of  the  approved  cost  for 


new  treatment  facilities ; 16  new  centers 
were  being  set  up  as  a result  of  this  offer 
and  14  county  authorities  were  making 
arrangements  with  practitioners  to  treat 
patients  in  their  surgeries  in  areas  where 
the  amount  of  disease  did  not  justify  the 
establishment  of  a clinic. 

Other  speakers  in  the  discussion  sup- 
ported the  evidence  of  only  a slight  in- 
crease in  venereal  diseases  except  in  the 
ports  much  frequented  by  foreign  seamen, 
where  a substantial  rise  had  been  noted 
locally.  In  the  Army  at  home,  the  inci- 
dence had  been  about  uniform  week  by 
week,  and  the  total  venereal  disease  rate 
in  the  Army  fell  from  11.3  per  1,000  in 
1938  to  8.7  per  1,000  in  1940  and  8.4  per 
1,000  in  the  first  5 months  of  1941.  The 
ratio  of  gonorrhea  to  syphilis  has  re- 
mained steady  at  8 to  1.  Everything 
possible  has  been  done  to  make  sure  that 
venereal  diseases  are  treated  as  far  as 
possible  like  other  diseases.  In  the  Navy, 
it  was  stated,  the  present  return  of 
syphilis  is  the  lowest  on  record.  The 
Royal  Air  Force  can  also  claim  a very 
low  incidence  of  both  syphilis  and  gonor- 
rhea, the  total  ratio  being  6.3  per  1,000. 
The  amount  of  venereal  diseases  among 
uniformed  women  was  only  6 in  a person- 
nel of  16,000.  There  is  much  cause  in 
this  survey  for  thankfulness  for  the  re- 
sults achieved  in  the  past  quarter  of  a 
century,  but  no  excuse  for  slackening  of 
effort  if  the  ground  won  is  to  be  main- 
tained. 

The  rural  areas  need  more  official  at- 
tention, for  soldier’s  wives  are  becoming 
infected  and  both  knowledge  and  sym- 
pathy are  required  for  the  organization 
of  rural  clinics.  A very  small  proportion 
of  infections  in  the  Army  were  due  to 
professional  prostitutes  (6  percent),  80 
percent  were  due  to  amateurs,  and  a sur- 
prising proportion  of  14  percent  were  mar- 
ital in  origin.  Even  in  country  districts 
the  “vicious  amateur”  forms  a dangerous 
focus  of  disease  and  remains  impervious 
to  reason  and  education.  Members  of  the 
discussion  group  seemed  to  be  agreed  that 
steps  should  be  taken  toward  compulsory 
notification  or  treatment  of  recalcitrant 
contacts.  However,  it  was  pointed  out 
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that  such  compulsion  has  been  vigorously 
opposed  in  the  past,  partly  because  such 
a suggestion  recalled  the  “ill-inspired” 
Contagious  Diseases  Acts  and  Regula- 
tion 40D  of  the  last  War,  and  partly  be- 
cause it  appeared  impossible  to  devise  a 
scheme  equitable  for  both  sexes  and  free 
from  danger  of  injustice  to  individuals.  It 
was  feared  that  there  would  be  a public 
protest  if  there  was  discrimination  against 
the  female  partner,  and  that  there  would 
be  danger  of  malicious  accusations. 

Inwood  House,  New  York — 107th  An- 
nual Report,  January  1,  1940  to  De- 
cember 31,  1940.  New  York,  16  pages. 

In  1932  the  Committee  on  Unmarried 
Mothers  of  the  Welfare  Council  of  New 
York  made  a survey  and  found  that  a 
home  was  needed  to  shelter  and  treat 
the  unmarried,  pregnant  girls  who  had 
contracted  venereal  disease.  Treatment 
of  the  girls  in  early  pregnancy  saves  their 
babies  from  congenital  syphilis.  Con- 
tinued treatment  cures  the  girls  and  pro- 
tects the  community. 

During  1940,  56  girls  were  referred  to 
Inwood  House  by  clinics,  social  agencies, 
and  private  sources.  A few  Negro  girls 
were  accepted  as  their  need  was  urgent. 
The  girls  were  accepted  regardless  of 
creed.  Of  the  56  girls,  2 were  under  16 
and  35  were  under  21  years  of  age.  The 
staff  at  Inwood  House  helped  these  girls 
make  plans  for  a new  life  in  the  com- 
munity and  saw  that  their  babies  were 
protected  and  cared  for  in  a good  en- 
vironment. Social  workers  secured  an 
intensive  history  of  each  girl,  so  that  her 
problems  could  be  understood.  An  after- 
care committee,  composed  of  members  of 
the  board  and  staff,  met  every  2 weeks 
to  formulate  plans  for  mother  and  child. 
The  interest  of  this  committee  continued 
as  long  as  the  girl  needed  help.  Each 
girl  and  baby  was  given  a complete  phys- 
ical examination  on  admission,  and  special 
attention  was  given  to  the  correction  of 
defects  in  vision,  hearing,  dental,  and 
other  conditions. 

Of  the  new  girls,  15  had  syphilis,  32 
had  gonorrhea,  and  2 had  both  syphilis 
and  gonorrhea.  Of  the  31  babies,  16  were 


born  of  syphilitic  mothers,  but  only  2 had  ai 
congenital  syphilis.  The  majority  offlt 


these  syphilitic  mothers  had  not  been  tn 


Ii 
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given  treatment  before  the  fifth  month 
of  pregnancy.  Treatment  before  thelol 
fifth  month  is  important  if  the  babies  are! 
to  be  born  free  of  the  disease.  Never- 
theless, due  to  the  intensive  treatment 
these  girls  received  during  their  last! 
months  of  pregnancy,  most  of  their  babies! 
did  not  have  the  disease, 

A weekly  average  of  15  girls  and  4ftl 
babies  were  under  treatment  for  syphilis, 
the  number  rising  at  times  to  21  girls! 
and  5 babies.  There  were  32  girls  with 
gonorrhea  who  were  treated  at  Inwood 
House  until  cured. 

The  total  number  of  treatments  given 
included  464  intravenous  injections  of 
neoarsphenamine,  119  intravenous  injec- 
tions of  mapharsen  (to  those  who  could 
not  tolerate  neoarsphenamine),  and  314 
intramuscular  injections  of  bismuth  to 
the  girls ; and  178  intramuscular  injec- 
tions of  bismarsen  to  the  babies.  All  of 
the  syphilitic  girls  were  given  spinal  fluid 
examinations  while  in  Inwood  House  in 
order  to  exclude  neurosyphilis.  The 
babies  had  roentgenograms  taken  at  Belle- 
vue Hospital  for  changes  in  the  long  bones. 
The  New  York  City  Board  of  Health  fur- 
nished the  drugs  and  performed  the  labo- 
ratory tests. 

Psychologic  tests  were  given  to  mothers 
and  babies.  Each  girl  was  examined 
with  a full  battery  of  tests,  including 
the  revised  Stanford-Binet,  performance 
test,  educational  tests,  and  tests  for  spe-|t( 
cial  abilities.  The  following  results  were 
noted : 14  percent  of  the  girls  had  superior 
intelligence,  with  I.  Q.  ranging  from  110 
to  143 ; 36  percent  had  normal  intel- 
ligence, with  I.  Q.  ranging  from  95  to  105 ; 

32  percent  were  in  the  dull  normal  group, 
with  I.  Q.  ranging  from  80  to  95 ; 18  |u 
percent  were  borderline  and  mental 
defectives. 

The  psychiatric  study  showed  that  three  v, 


1 


!‘ft 


of  the  girls  were  psychotic,  five  were 
psychoneurotic,  seven  were  neurotic  (anx- 
iety type),  two  had  schizoid  personali- 
ties, one  was  an  epileptic,  and  six  were 
aggressive  behavior  problems.  The  re- 
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lainder  were  fairly  normal  persons 
'hose  difficulties  were  largely  environ- 
lental. 

In  addition  to  medical  care,  the  young 
tothers  were  given  sympathetic  guidance 
i the  care  of  their  babies.  An  effort 
as  made  to  prepare  them  for  mother- 
ood  and  its  responsibilities.  The  girls 
yed  a wholesome,  simple  life  with  good 
ubstantial  food  and  moderate  recrea- 
on.  The  holiday  seasons  were  observed 

I ith  appropriate  celebrations.  Each  girl 
. tended  the  church  of  her  faith  and  an 
:fort  was  made  to  help  her  spiritually, 
rich  girl  had  a small  room  with  a crib 
ij  r her  child.  The  gii*ls  were  trained  in 

•use work  and  some  were  taught  cleri- 
i 1 work  with  practice  on  typewriters, 
f 11  the  girls  were  in  a sewing  class 
> here  garments  were  made  for  them- 
d Ives  and  their  babies. 

.4  In  addition  to  the  girls  receiving  care 
o Inwood  House,  74  girls  and  32  babies 
c-  jre  carried  under  supervision  and  aft- 
)f  care  from  other  years.  Many  of  these 
id  ds  came  regularly  for  treatment  and 
in  my  returned  for  advice  and  friendly 
k sits. 

(•  The  babies  who  needed  further  treat- 
$ mt  were  brought  to  the  Home  by  the 
if  )ther  or  by  the  foster  mother  with  whom 
id  e child  was  boarding. 

The  Federation  of  Protestant  Welfare 
■ti  jencies  has  studied  for  several  years  the 
« ograms  of  agencies  dealing  with  unmar- 
j|  d mothers  and  finds  that  one  outstand- 
ld  ' need  for  the  care  of  this  group  is  a 
re  ster  home  program.  The  Federation 
e«  s recommended  that  Inwood  House  is 
id  tecially  well  equipped  to  develop  this 
111  >ject.  The  Martha  Mertz  Foundation, 
tel  ose  funds  are  now  available  for  the 
® 'e  of  unmarried  mothers,  has  offered  to 
u(  ke  the  initial  grant  to  start  this  pro- 

I I m. 

:ra  nwood  House  is  one  of  the  agencies  co- 
3 rating  in  the  observance  of  Social  Hy- 
Jae  Day,  under  the  auspices  of  the 
r Wiv  York  Tuberculosis  and  Health  Asso- 
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ciation  (in  February  of  each  year).  It 
has  a membership  in  the  Federation  of 
Protestant  Welfare  Agencies,  the  Feder- 
ation of  Jewish  Philanthropic  Societies  of 
New  York,  the  New  York  Welfare  Coun- 
cil, and  the  Social  Work  Publicity  Coun- 
cil. It  is  also  a participant  in  the  Greater 
New  York  Fund. 

Inwood  House  was  founded  in  January 
1830  and  incorporated  in  1851.  In  1851 
it  was  called  “The  New  York  Magdalen 
Benevolent  Society.”  In  1913,  the  name 
was  changed  to  “New  York  Magdalen 
Home,”  and  in  1917  to  Inwood  House. 

Public  health  service  to  fight  venereal 

disease.  Medical  preparedness.  J.  A. 

M.  A..  Chicago,  117:  537-538,  Aug.  16, 

1941. 

A venereal  disease  control  program  in 
areas  of  military  and  defense  industry 
concentration  has  been  approved  by  the 
President  as  a unit  of  the  Work  Projects 
Administration  national  defense  research 
and  records  assistance  project,  for  which 
an  allocation  of  $5,015,864  was  made  sev- 
eral months  ago.  The  U.  S.  Public  Health 
Service  will  act  as  official  sponsor. 

The  purpose  of  the  program  is  to  pro- 
vide assistance  to  State  and  local  health 
authorities  in  (a)  bringing  under  imme- 
diate treatment  selectees  who  have  been 
rejected  or  deferred  because  of  syphilis  or 
gonorrhea,  (b)  tracing  the  sources  of  in- 
fection, (c)  placing  treatment  facilities  for 
gonorrhea  on  a par  with  those  for  syphilis, 
and  (d)  establishing  emergency  venereal 
disease  control  programs  in  “boom”  towns 
where  regular  public  health  facilities  are 
insufficient  to  cope  with  the  problem. 

WPA  workers  have  engaged  in  venereal 
disease  control  work  in  many  parts  of  the 
country  during  the  past  6 years.  A recent 
survey  shows  that  about  4,000  project 
employees  in  33  States  and  the  District  of 
Columbia  have  assisted  in  the  operation 
of  431  public  clinics  for  the  treatment  of 
venereal  diseases. 


423 


RAPID  APPRAISAL  OF  SULFONAMIDE  DRUGS 
IN  THE  TREATMENT  OF  GONORRHEA  IN  THE  MALE 

MONTHLY  REPORT 

DISAPPEARANCE  OF  SYMPTOMS 

BY  END  OF  FOURTH  WEEK  OF  OBSERVATION 


SEVERE  PATIENTS 
REACTIONS  STILL 

UNDER  RX. 

% % 

2.0  7 0 


l NO  DISCHARGE 
2 GLASS- 
CLEAR  0 


SULFATHIAZOLE 


% 
0 7 


6.3  so  SULFAPYRIDINE 


7 0 SULFANILAMIDE  6 3 


NO  DISCHARGE 
2 GLASS  - CLEAR 
FOR  14  DAYS  OR  MORE 


NO  DISCHARGE 
2 GLASS  - CLEAR 
FOR  LESS  THAN  14  DAYS 


DISCHARGE  OR 
2 GLASS  - CLOUDY 


SULFATHIAZOLE 

LABORATORY  FOLLOW-UP  IN  INDICATED  PERIODS 
ON  PATIENTS  SHOWING  NO  DISCHARGE  AND  CLEAR  2 GLASS  TEST  FOR  14  DAYS 


STATUS  AFTER  TWO  WEEKS'  FOLLOW  - UP 


STATUS  AFTER  THREE  WEEKS' FOLLOW-UP 


100 


LESS  3 OR 

THAN  3 MORE 

RELAPSES  NO  TESTS  NEGATIVE  CULTURES 


3 OR 
MORE 

RELAPSES  NO  TESTS  NEGATIVE  CULTURES 


NEW  DRUGS 

RAPID  APPRAISAL  REPORTS  ARE  PUBLISHED  EACH  MONTH  ONLY  FOR  DRUGS  IN  GENERAL  USE.  RESULTS 
WITH  NEW  DRUGS  INTRODUCED  FOR  CLINICAL  EXPERIMENTATION  ARE  COMMUNICATED  DIRECTLY  TO  THE 
RESEARCH  CLINICS  AND  TO  THE  PHARMACEUTICAL  LABORATORY  MANUFACTURING  THE  DRUG.  THIS  INFORMATION 
IS  AVAILABLE  TO  OTHERS  UPON  REQUEST. 

SOURCE  - AMERICAN  NEISSERIAN  MEDICAL  SOCIETY  a UNITED  STATES  PUBLIC  HEALTH  SERVICE  R8-0S  0- 
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Sulfathiazole  Treatment  of  Gonococcal  Infections 
in  Men  and  Women.  Results  in  360  Patients 

J.  F.  MAHONEY,  Senior  Surgeon, 

C.  J.  VAN  SLYKE,  Passed  Assistant  Surgeon, 
and 

R.  R.  WOLCOTT,  Passed  Assistant  Surgeon, 

United  States  Public  Health  Service 


A PREVIOUS  report*  1 has  presented  pre- 
liminary observations  on  sulfathiazole 
treatment  of  the  gonococcal  infections  of 
106  men.  In  order  to  establish  a broader 
base  on  which  a more  mature  evaluation 
of  sulfathiazole  therapy  can  be  made,  the 
therapeutic  and  toxic  potentialities  of 
this  compound  have  been  explored  further. 
It  is  the  purpose  of  this  paper  to  record 
the  complete  results  of  sulfathiazole 
therapy  in  285  men  and  75  women  in- 
fected with  the  gonococcus. 

material 

The  male  patients  comprised  230  ad- 
missions to  the  hospital  and  55  admissions 
to  the  out-patient  clinic ; selection  of  cases 
was  not  exercised.  Practically  all  of  the 
male  patients  were  in  good  general  health 
with  the  obvious  exception  of  the  gonococ- 
cal infection. 

The  female  patients  were  75  prison  in- 
mates of  the  prostitute  class.  All  but  six 
had  been  sentenced  for  prostitution  and 
all  but  three  of  the  entire  group  readily 
admitted  that  they  had  been  so  occupied 
for  periods  ranging  from  1 month  to  as 
long  as  16  years. 

With  the  exception  of  salpingitis  ac- 
companied by  pain  and  fever  in  three 
instances,  the  female  patients  had  few 


From  the  Venereal  Disease  Research  Labora- 
tory, U.  S.  Marine  Hospital,  Staten  Island, 
New  York. 

1 Mahoney,  J.  F. ; Wolcott,  R.  R.  ; Van 
Slykb,  C.  3. : Sulfamethylthiazole  and  sulfathi- 
azole therapy  of  gonococcal  infections.  Am.  J. 
Syph.,  Gonor.  & Ven.,  Dis.  24  : 613-621,  1940. 

Venereal  Disease  Information,  December  19M 

■ 


symptoms  attributable  to  the  genital  in- 
fection. 

In  order  to  afford  a suitable  observation 
period  in  each  case,  selection  of  female 
patients  was  exercised  in  one  respect, 
namely,  that  only  those  inmates  were  in- 
cluded whose  prison  term  was  to  be  at 
least  100  days. 

diagnosis 

There  was  ample  clinical  evidence  of 
a gonococcal  infection  in  all  male  pa- 
tients in  this  series,  but  a requisite  for 
inclusion  in  this  group  demanded  that 
cultures  of  the  secretions  yield  gonococci. 
Note  was  also  made  of  the  stained-spread 
findings,  the  appearance  of  the  two-glass 
urine  test,  the  amount  and  character  of 
the  urethral  discharge,  and  the  presence 
and  severity  of  complications  of  the 
disease. 

In  the  case  of  women  the  diagnosis  re- 
quired clinical  evidence  of  endocervicitis 
and  positive  cultures  for  gonococci  from 
the  urethral  and/or  cervical  secretions. 

ROUTINE  PROCEDURES 

The  routine  procedures  were  essen- 
tially the  same  for  the  hospitalized  and 
the  out-patient  men  since  the  ward  pa- 
tients were  not  confined  to  bed  and  were 
allowed  moderate  exercise.  In  addition 
to  the  diagnostic  procedures  outlined 
above,  serologic  tests  for  syphilis,  com- 
plement fixation  tests  for  gonorrhea, 
urinalyses,  white  blood  cell  counts,  and 
hemoglobin  determinations  were  conduct- 
ed at  the  time  of  starting  treatment 
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and  repeated  during  and  at  the  conclusion 
of  therapy.  In  some  of  the  patients,  se- 
rial determinations  of  the  blood  concen- 
trations of  free  and  conjugated  sulf- 
athiazole,  as  well  as  determinations  of 
the  alkaline  reserve  of  the  blood  plasma, 
were  made.  Only  in  the  hospitalized 
group  was  it  possible  to  record  tempera- 
tures four  times  daily.  The  patients  on 
the  ward  were  seen  daily  throughout 
the  period  of  hospitalization,  but  the  out- 
patients were  usually  seen  only  two  or 
three  times  during  the  first  week  and 
once  or  twice  each  week  thereafter.  The 
out-patients  were  instructed  not  to  void 
for  at  least  2 hours  before  presenting 
themselves  for  examination  in  order  that 
reliable  urethral  spreads  and  two-glass 
urine  tests  could  be  made.  Urethral 
spreads  were  prepared  from  the  secre- 
tions of  each  hospitalized  patient  every 
morning  before  voiding  the  night  urine 
into  glasses  for  the  two-glass  test.  Pas- 
sage of  urethral  sounds  and  prostatic 
massages  will  be  considered  under  “Cri- 
teria of  Cure.” 

Women  with  uncomplicated  gonococcal 
infections  were  not  hospitalized  but  were 
given  chemotherapy  in  the  cell  blocks. 
Such  routine  daily  duties  as  janitorial  or 
laundry  work  were  continued  by  the  in- 
mates during  the  time  they  received 
treatment.  Patients  with  acute  gonococ- 
cal pelvic  inflammatory  disease  were,  of 
course,  confined  to  hospital  beds  during 
the  period  of  treatment.  Routine  uri- 
nalyses and  blood  studies  were  also  con- 
ducted in  the  case  of  each  of  the  female 
patients. 

BACTEBIOLOGIC  METHODS 

The  Hucker  modification  of  the  Gram 
technic  was  employed  in  staining  all 
spreads.  Douglas  chocolate  agar  and  the 
Difco  material  for  the  growth  of  gonococci 
were  the  media  used  in  all  culture  exam- 
inations. All  cultures  were  incubated 
under  10  percent  carbon  dioxide  tension 
at  35.5°  C.  for  48  hours.  All  questionable 
cases  were  confirmed  by  sugar  fermenta- 
tion tests.  The  microscopic  and  cultural 
investigations  were  in  the  hands  of  work- 
ers thoroughly  experienced  in  this  field. 

426 


DOSAGE 

In  the  case  of  male  patients,  who  were 
observed  early  in  this  series,  and  previ- 
ously reported  upon,1  a variety  of  dosage 
schedules  were  employed  in  an  attempt 
to  ascertain  the  optimal  amount  of  sulf- 
athiazole  which  might  effect  a high  cure 
rate  with  a minimum  of  toxic  reactions. 
On  the  first  day  of  chemotherapy  the  dose 
ranged  from  2.0  gm.  to  8.0  gm.  and  on 
subsequent  days  from  2.0  gm.  to  4.0  gm. 
After  preliminary  experimentation  the 
usual  and  recommended  dosage,  as  shown 
in  figure  1,  was  2.0  gm.  per  day  for  a 
total  of  10  days’  medication.  In  no  case 
was  the  drug  continued  longer  than  12 
days.  All  patients  received  the  drug  at 
4-hour  intervals  during  the  day,  i.  e.,  at 
8 : 00  A.  M„  12 : 00  Noon,  4 : 00  P.  M.  and 
8:00  P.  M.  The  maximum  total  dosage 
administered  to  a male  patient  was  42  gm. 
in  10  days,  and  the  minimum  total  dosage 
in  a completed  case  was  8.0  gm.  in  3 days. 

The  dosage  of  sulfathiazole  was  the 
same  for  all  female  patients,  i.  e.,  a total 
of  20.0  gm.  in  10  days,  given  in  0.5  gm. 
doses  at  8:00  A.  M.,  12:00  Noon,  4:00 
P.  M.  and  8 : 00  P.  M.  A nurse  supplied 
each  patient  with  a single  dose  four  times 
daily  and  observed  her  carefully  to  insure 
ingestion  of  the  drug. 

TOXIC  MANIFESTATIONS 

In  spite  of  daily  repeated  and  direct 
specific  questioning  which  listed  most  of 
the  common  complaints  ordinarily  associ- 
ated with  sulfonamide  therapy,  329  or 
more  than  91  percent  of  the  360  patients, 
did  not  report  any  unpleasant  symptoms 
which  might  have  been  attributed  to  the 
use  of  sulfathiazole.  The  remaining  31 
patients,  four  of  whom  were  definitely 
psychoneurotic  individuals,  reported  one 
or  more  of  the  following  symptoms  : Head- 
ache, 16;  vertigo,  9;  weakness  (general), 
5;  nausea,  2;  insomnia,  2;  rash,  2;  ma- 
laise, 2 ; fever,  1 ; nervousness,  1 ; palpita- 
tion, 1. 

The  reactions  listed  above  were  usually 
mild  and. never  more  than  moderate  in 
character.  There  were  no  evidences  sug-  i 
gesting  the  formation  of  renal  calculi  or 
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other  serious  untoward  results  of  treat- 
ment. 

The  mildness  and  infrequency  of  the  un- 
toward symptoms  recorded,  and  the  fact 
that  their  presence  was  elicited  through 
verbal  listing  of  possible  symptoms,  cast 
some  doubt  on  the  assumption  that  sulfa- 


thiazole  was  responsible.  The  possibility 
of  coincidental  occurrence  must  be  consid- 
ered. 

BLOOD  STUDIES 

Hemoglobin  determinations  and  white 
blood  cell  counts  made  before,  during,  and 


Daily  Dose 
in  Gms. 


Day  1 2 3 4 5 6 7 8 9 10 


■Usual 
Dosage 


Maximum 

Dosage 


Figure  1. — Dosage  schedule  of  sulfathiazole  employed  In  the  treatment  of  gonococcal  Infection 

In  285  men. 
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after  sulfathiazole  therapy  did  not  reveal 
anemia  or  leukopenia  attributable  to  ther- 
apy. In  patients  who  had  a leukocytosis 
before  treatment,  normal  white  counts 
were  usually  obtained  within  a few  days 
of  starting  sulfathiazole  therapy,  if  cure 
was  effected.  Differential  cell  counts  in 
75  patients  did  not  reveal  any  remarkable 
changes. 

Determinations  of  the  carbon  dioxide 
combining  power  of  the  blood  plasma 
showed  that  the  alkaline  reserve  of  the 
blood  remained  within  normal  limits  dur- 
ing and  subsequent  to  treatment.  In  this 
connection  it  is  well  to  note  that  sodium 
bicarbonate  was  not  given. 

Studies  of  the  blood  concentration  levels 
of  sulfathiazole  were  made  in  approxi- 
mately 50  patients.  It  was  found  that  the 
rate  of  absorption  was  not  uniform  in  in- 
dividuals of  the  same  body  weight  who 
were  receiving  the  same  amount  of  the 
drug.  Absorption,  however,  was  usually 
complete  in  4 or  5 hours.  The  degree  of 
conjugation  of  the  drug  did  not  appear 
related  either  to  the  curative  action  or  to 
the  occurrence  of  toxic  manifestations, 
nor  did  blood  concentration  levels  of  free 
sulfathiazole  explain  why  certain  patients 
responded  to  treatment  while  others 
failed. 

CRITERIA  OP  CtJEE 

Although  a minimum  time  limit  for 
the  posttreatment  observation  of  the  pa- 
tients was  not  established,  many  patients 
have  been  followed  for  periods  of  more 
than  one  year.  The  criteria  of  cure  in 
all  cases  demanded  complete  subsidence  of 
symptoms  and  clinical  signs  of  gonorrhea, 
as  well  as  repeated  negative  spread  and 
culture  findings. 

In  order  to  avoid  a possible  bacterio- 
static effect  of  sulfathiazole  in  the  se- 
cretions, no  cultures  were  considered 
tests  of  cure  unless  the  secretions  were 
obtained  at  least  48  hours  after  the  dis- 
continuance of  sulfathiazole  therapy.  The 
frequency  with  which  positive  cultures 
were  obtained  from  failure  cases  during 
sulfathiazole  therapy  when  blood  concen- 
tration levels  were  relatively  high  indi- 
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cates  that  this  precaution  was  based  more 
on  theoretical  than  on  practical  grounds.  - 

Culture  specimens  were  obtained  from 
men  by  prostatic  massage  and  urethral  j'1 
expression  following  the  passage  of  a : 1 
urethral  sound.  A minimum  of  three  neg- 
ative posttreatment  cultures  was  de- 
manded in  each  cured  case. 

The  female  patients  were  examined 
twice  weekly  during  the  posttreatment  * 
observation  period  which  averaged  62 
days.  At  each  examination  material  for  1 
spread  and  culture  studies  was  taken  ! 
from  the  urethra  and  cervix.  An  aver-  1 
age  of  17  such  examinations  after  treat- 
ment was  made  in  each  case.  It  is  to  1 
be  noted  that  a woman  was  not  considered  ■ 
cured  if  any  clinical  evidence  of  gono-  | ! 
coccal  infection  persisted,  even  though  I 
repeated  spread  and  culture  findings  were  j 1 
negative.  1 

RESULTS  IN  MEN 

Although  this  portion  of  the  report  in-  1 
eludes  data  on  285  men  who  received  1 
sulfathiazole  for  their  gonococcal  infec- 
tions, it  is  possible  to  record  the  final 
results  in  only  213  male  patients  since 
72  men  lapsed  treatment  or  observation 
before  they  had  completed  all  of  the  tests 
of  cure.  Of  the  213  completed  cases,  177 
(83.1  percent)  satisfied  all  of  the  criteria 
of  cure.  If  this  group  of  213  men  is 
subdivided  on  the  basis  of  previous  sulf- 
onamide therapy,  it  is  found  that  105 
of  121  previously  untreated  patients  (85.6 
percent)  were  cured,  while  of  those  who 
failed  to  benefit  by  previous  sulfonamide 
therapy  72  of  92  men  (80.0  percent)  re- 
sponded satisfactorily  to  the  administra- 
tion of  sulfathiazole. 

Also,  if  a more  accurate  presentation 
of  the  efiScacy  of  sulfathiazole  in  this 
group  of  285  men  is  to  be  given,  data  on 
the  72  lapsed  cases  must  be  presented. 

Of  this  group  of  72  patients  who  lapsed 
treatment  or  observation,  18  were  lost  at 
such  an  early  period  that  a valid  forecast 
of  the  eventual  outcome  could  not  be 
made.  However,  all  these  patients  had 
had  several  consecutive  negative  urethral 
spreads  and  were  clinically  well  when  last  Jf 
observed. 
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The  remaining  54  cases  of  the  lapsed 
group  had  responded  favorably  and  had 
been  followed  with  negative  cultures  (an 
average  of  two  per  patient)  but  had  not 
met  the  demands  of  one  of  the  criteria 
of  cure,  namely,  a minimum  of  three  nega- 
tive cultures  after  the  period  of  medica- 
tion. If  the  results  of  treatment  of 
these  54  lapsed  cases  are  added  to  the 
results  obtained  in  the  completed  cases, 
the  cure  rates  are  altered  slightly  in  the 
direction  indicating  greater  efficacy  of  sul- 
fathiazole.  In  the  group  previously  but 
unsuccessfully  treated  with  sulfonamides 
the  percentage  of  cures  from  sulfathiazole 
therapy  rises  from  78.2  percent  to  82.0 
percent ; in  the  previously  untreated  pa- 
tients the  cure  rate  advances  from  86.7 
percent  to  89.7  percent,  and  the  gross  cure 
rate  changes  from  83.1  percent  to  86.5 
percent. 

Among  male  patients  there  were  36 
failure  cases.  Although  sulfathiazole 
treatment  usually  caused  a temporary 
clinical  improvement,  the  failures  were 

No.  of 
Cases 


easily  recognized  clinically  at  once,  or 
within  a few  days,  after  chemotherapy 
had  been  discontinued.  Although  cul- 
ture studies  were  employed,  this  labora- 
tory aid  was  not  essential  in  the  detection 
of  the  failures. 

RESULTS  IN  COMPLICATED  CASES 

Complications  were  present  in  23  of  the 
285  male  patients.  There  were  12  in- 
stances of  epididymitis,  8 of  which  re- 
sponded favorably.  In  two  cases  relief 
of  the  epididymitis  was  secured  without 
recession  of  the  urethritis,  while  the  re- 
maining 2 patients  failed  to  obtain  more 
than  temporary  benefit  from  the  therapy. 

In  4 patients  chronic  arthritis  ante- 
dated the  urethral  infection.  No  appre- 
ciable recession  of  the  chronic  arthritic 
condition  was  produced  by  sulfathiazole 
therapy,  although  the  urethritis  was 
rapidly  and  favorably  affected  in  each 
instance. 


213  vmiimiiiiiiiumiiiiimii  "a s.i*  im 

Gross  Cure  Rate 


121 


mfiinrnmiiiimimtiim  ^ . mrrm 

Previously  Untreated 


92  nmnmmiininninn^Mimih 

Previously  Failed  on  Sulfonamide  Treatment 


(Criteria  included  3 negative  cultures  after  chemotherapy) 

Figure  2. — Treatment  of  gonococcal  infections  with  sulfathiazole — results  in  213  men.  (Criteria 
included  3 negative  cultures  after  chemotherapy.) 
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Balanitis  disappeared  quickly  in  four 
instances,  although  the  urethral  infection 
was  favorably  affected  in  only  three  of 
the  patients.  One  man  with  a peri- 
urethral gland  abscess  was  successfully 
treated  with  sulfathiazole  and  had  com- 
plete absorption  of  the  abscess,  while  a 
second  patient  with  a similar  abscess  did 
not  respond  to  treatment. 

An  acute  prostatic  abscess  underwent 
rapid  and  apparently  complete  absorption 
coincident  with  the  cure  of  the  urethritis. 
In  another  case,  the  abscess  did  not 
respond  to  therapy  although  the  con- 
comitant gonococcal  urethritis  was  appar- 
ently cured.  Subsequent  to  sulfathiazole 
therapy  this  abscess  was  opened  surgically 
and  the  contents  were  cultured.  Gon- 
ococci were  not  demonstrated.  This  case 
was  classified  as  a failure. 

RESULTS  IN  WOMEN 

With  one  single  exception  1,405  post- 
treatment culture  studies,  made  in  the  75 
women,  yielded  negative  results.  In  addi- 
tion to  the  case  giving  a positive  culture, 
five  other  cases  were  also  considered  fail- 
ures on  the  basis  of  clinical  findings 
alone.  Thus,  the  cure  rate  established 
by  sulfathiazole  therapy  of  gonorrhea  in 
75  women  was  92.0  percent. 

In  the  case  of  women  the  cure  rates 
cannot  be  made  to  show  a comparison 
between  previously  treated  and  untreated 
patients.  Although  28  patients  of  the 
series  had  received  sulfonamide  therapy 
(chiefly  sulfapyridine)  for  gonococcal  in- 
fections, such  treatment  had  been  given 
at  least  several  months  earlier  for  what 
was  considered  to  be  a separate  and  dis- 
tinct invasion  by  the  gonococcus.  Since 
their  last  ingestion  of  any  sulfonamide, 
all  of  these  women  had  worked  more  or 
less  regularly  as  prostitutes  and  so  had 
had  numerous  opportunities  to  receive 
new  infections. 

Three  episodes  of  acute  salpingitis  were 
seen  in  the  group  of  75  women.  In  two 
patients  pain,  fever,  tenderness,  and 
leukocytosis  were  present  when  sulfathia- 
zole therapy  was  begun ; in  both  instances 
all  subjective  symptoms  of  infection  dis- 
appeared completely  within  72  hours. 
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The  third  case  of  salpingitis  occurred  ap-i  f 
proximately  2 weeks  after  a 10-day  period1 
of  sulfathiazole  therapy.  It  developed  in 
a patient  who  had  already  been  classified 
as  a failure  because  of  a persistent  mu- 
copurulent cervical  discharge  although' 
four  culture  studies  had  failed  to  reveal 
gonococci.  A second  course  of  chemo- 
therapy effected  a rapid  subsidence  of  all 
signs  and  symptoms  referrable  to  the 
tubal  involvement,  as  well  as  the  cervical 
discharge  which  had  persisted  after  the 
first  course  of  sulfathiazole. 

One  instance  of  abscess  of  Skene’s 
glands  was  seen  in  the  series  of  75  women 
The  abscess  was  exquisitely  tender,  ap- 
proximately 2.5  cm.  in  diameter  and  al 
the  initial  examination  exuded  creamj 
purulent  material.  The  tenderness  and 
discharge  disappeared  slowly  and  were 
entirely  gone  within  one  week  of  the  ter- 
mination of  chemotherapy.  The  swelling 
gradually  decreased  until  it  was  only  a 
small  fibrotic  thickening  when  the  patienl 
was  last  seen  90  days  after  the  first 
examination. 

Three  women  were  pregnant  at  the  time 
sulfathiazole  therapy  was  begun.  The 
duration  of  pregnancy  was  2%,  3,  and  4 
months,  respectively.  Although  these  pa-i 
tients  were  not  followed  to  term,  sulfathia 
zole  did  not  appear  to  alter  the  normal! 
course  of  pregnancy,  and  each  of  them 
obtained  clinical  and  bacteriologic  cure  ol 
the  gonococcal  infection. 

DISCUSSION 

The  findings  in  the  present  series  point 
to  several  characteristics  of  sulfathiazole 
therapy  which  appear  to  possess  advan- 
tages  over  other  drugs  of  this  type  now! 
available.  An  acceptable  gross  cure  rate 
is  attainable  with  a routine  consisting  ol 
2 gm.  of  the  drug  daily  for  a period  not 
to  exceed  10  days.  On  this  basis  the 
frequency  and  severity  of  toxic  symptoms  j 
are  reduced  to  a point  where  discontinu- 
ance of  the  drug  is  necessary  only  ir 
patients  displaying  a true  idiosyncrasy  ! 
Also,  this  level  of  medication  reduces  tel 
a minimum  the  need  for  scrutiny  of  the 
blood  and  urine  which  is  essential  in  safe! 
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guarding  the  patient  when  large  amounts 
of  sulfonamide  are  administered. 

Although  the  above  results  are  based 
upon  a single  course  of  sulfathiazole 
treatment,  it  has  been  found  that  approxi- 
mately three-fourths  of  the  patients  who 
fail  to  respond  to  the  initial  course  are 
benefited  by  a second  therapeutic  attempt. 

Previous  studies  of  the  use  of  sulfanila- 
mide in  the  treatment  of  gonococcal  in- 
fection disclosed  the  occurrence  of  per- 
sistent asymptomatic  carrier  states.  In 
such  patients,  who  were  free  from  resid- 
ual clinical  evidence  of  illness,  the  causa- 
tive organism  could  be  demonstrated  only 
by  culture.  This  phenomenon  has  not 
been  observed  in  patients  treated  with 
sulfathiazole  although  it  is  conceivable 
that  an  occasional  instance  of  the  kind 
may  occur.  The  nonappearance  of 
asymptomatic  carrier  states  obviates 
much  of  the  need  for  culture  studies,  ade- 
quate facilities  for  which  are  available 
only  in  the  larger  treatment  centers. 
With  a suitable  period  of  posttreatment 
observation  an  accurate  decision  as  to  cure 
may  be  made  on  clinical  evidence  alone. 

The  prompt  response  to  therapy  ob- 
erved  in  patients  with  severe  compliea- 
ions  of  the  disease,  especially  in  women, 
?ives  rise  to  the  belief  that  the  frequency 
vith  which  surgical  interference  has  been 
equired  will  be  greatly  reduced  in  the  fu- 
ure.  Complications  were  often  favor- 
ibly  affected  in  patients  who  otherwise 
vere  not  influenced  by  the  treatment. 

The  cure  rate  attainable  with  sulfa  thia- 
;ole  is  apparently  as  high  in  acute  gono- 
occal  infections  as  in  cases  of  longer  du- 
ation.  In  this  respect  sulfathiazole  is 
imilar  to  sulfapyridine  but  distinctly  su- 
erior  to  sulfanilamide. 


There  was  no  evidence  which  indicated 
that  the  duration  of  the  obvious  infection 
without  treatment  had  any  influence  on 
the  rate  of  cure.  In  other  words,  sulfa- 
thiazole therapy  is  just  as  effective  if 
given  early  in  the  course  of  the  infection 
as  it  is  when  treatment  is  deferred. 

The  therapeutic  efficacy  and  the  innocu- 
ous character  of  sulfathiazole  in  the  dos- 
age recommended  renders  it  a promising 
agent  for  a broad-scale  attack  on  the  prob- 
lem of  gonococcal  infections. 

summary  and  conclusions 

1.  The  results  of  sulfathiazole  treatment 
of  gonococcal  infections  in  285  men  and 
75  women  have  been  reported. 

2.  The  gross  cure  rate  for  the  360  pa- 
tients was  85.4  percent. 

3.  A routine  of  2.0  gm.  of  sulfathiazole 
per  day  for  a period  not  to  exceed  12  days 
was  followed  in  the  majority  of  patients. 

4.  No  instance  of  severe  toxicity  was 
encountered,  and  mild  toxic  symptoms 
were  observed  only  infrequently. 

5.  In  the  dosage  mentioned  the  need  of 
burdensome  laboratory  scrutiny  of  blood 
and  urine  during  the  period  of  therapy 
is  reduced  to  a minimum. 

6.  Posttreatment  asymptomatic  carrier 
states  were  not  observed.  Patients  who 
failed  to  respond  to  the  therapy  displayed 
clinical  evidence  of  the  disease. 

7.  Practically  all  of  the  72  lapsed  cases 
which  are  not  included  in  the  compilation 
of  the  cure  rate  were  apparently  cured 
at  the  time  of  the  last  observation. 

8.  Sulfathiazole  therapy  appears  to  pos- 
sess the  characteristics  essential  for  an 
effective  broad-scale  attack  upon  the 
disease. 
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The  Toxic  Dose  of  Mapharsen  Given  in  Interrupted 

Doses 
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N A RECENT  paper  (1)  we  reported 
lat  the  maximum  tolerated  dose  of 
4|iapharsen  (the  hemi-alcoholate  of  meta- 
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amino-para-hydroxy  phenyl-arsenoxide) 
administered  to  dogs  by  the  continuous 
drip  method  was  10  milligrams  per  kilo- 

431 


426574—41 2 


gram  of  body  weight  per  day  for  a period 
of  5 consecutive  days.  The  minimum  le- 
thal dose  under  the  same  conditions  was 
found  to  be  12  milligrams  per  kilogram 
per  day.  It  was  pointed  out  that  while 
the  total  amount  of  mapharsen  which  may 
be  safely  administered  by  continuous  drip 
was  greater  than  that  which  might  be 
given  in  a single  dose,  this  amount  might 
or  might  not  be  greater  than  could  be  ad- 
ministered during  the  same  length  of  time 
by  giving  the  drug  in  divided  doses.  The 
question  raised  was  whether  the  drip 
method  of  administration  increased  the 
tolerance  because  of  the  rate  at  which 
the  drug  was  given  or  whether  the  in- 
creased tolerance  was  simply  a time  ef- 
fect. The  experiments  reported  in  this 
paper  were  made  in  an  attempt  to  deter- 
mine this  point. 

Every  effort  was  made  to  keep  the  ex- 
perimental conditions  identical  with 
those  reported  in  the  previous  paper  with 
the  exception  that  the  drip  was  omitted 
and  the  mapharsen  was  administered  in 
three  equal  daily  doses  given  at  6-hour 
intervals  for  each  of  5 successive  days. 

Seventeen  dogs  were  used,  each  weigh- 
ing at  least  10  kilograms.  For  at  least 
3 days  prior  to  the  beginning  of  the  injec- 
tions and  during  the  experimental  period 
the  animals  were  fed  a diet  of  dog  bis- 
cuit which  was  high  in  carbohydrate  and 
protein  but  low  in  fat.  The  animals  were 
given  liberal  amounts  of  this  food  and  of 
water  during  the  12-hour  intervals  in 
which  they  were  not  receiving  arsenic. 
The  mapharsen  was  dissolved  in  an  ap- 
propriate amount  of  distilled  water  so 
that  the  calculated  dose  was  contained  in 
approximately  10  cubic  centimeters  of 
solution.  The  drug  was  injected  rapidly 
into  one  of  the  leg  veins.  During  this 
daily  12-hour  interval  in  which  the  ar- 
senic was  given,  the  animals  were  kept 
quiet  by  the  intravenous  injection  of  so- 
dium pentobarbital.  At  all  times  the  an- 
esthesia was  maintained  at  the  same  level 
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that  was  necessary  in  our  previous  ex- 
periments with  the  continuous  drip,  i.  e.,  j i 
the  anesthesia  was  kept  as  light  as  pos- 
sible so  that  during  the  greater  portion 
of  the  time  the  animals  were  drowsy  and  j ; 
would  lie  quietly  but  retained  blinking 
eye  reflexes.  ll 

Table  1 


Dose  of  maph- 
arsen (mg./kg./ 
day) 

Animals 
used  (num- 
ber) 

Animals 
lived  (num- 
ber) 

Animals 
died  (num-  | 
her) 

10 

5 

4 

1 1 

12 

5 

3 

2 

14 

4 

0 

4 

16 

2 

1 

1 

18 

1 

0 

1 

1 I 

Ten  cubic  centimeters  of  blood  was  \ ( 
taken  for  an  arsenic  determination  each  j j 
morning  before  the  first  dose  of  maphar-  ! 
sen  and  each  evening  just  before  the  last  j 
dose  was  administered.  All  urine  and  i 
feces  were  saved  for  arsenic  determina-  j 
tions.  Animals  which  survived  the  treat-  a 
ment  were  sacrificed  at  varying  intervals  i E 
thereafter.  Under  full  sodium  pento-  j 
barbital  anesthesia  they  were  exsangui- 
nated by  severing  the  abdominal  aorta. 
Tissue  specimens  were  taken  in  duplicate 
for  arsenic  determinations  whenever  the  ! 
amount  of  tissue  would  permit.  All  ar-  j 
senic  determinations  were  done  by  the ; 
method  of  Chaney  and  Magnuson  02). 

RESULTS 

, in 

The  mortality  by  groups  which  are  des-  jj 
ignated  by  the  amount  of  mapharsen  ad-  j it 
ministered  per  kilogram  of  body  weight 
per  day  is  indicated  in  table  1.  Unless  § 
the  animal  died  before  the  treatment  pe-  s’ 
riod  was  concluded  he  thus  received  five  j }] 
times  this  amount  as  the  total  dose. 

Table  1 shows  that  the  maximum 
tolerated  dose  is  10  milligrams  per  kilo- 
gram of  body  weight  per  day  for  a 5-day  | 
treatment  period,  and  that  the  minimum  for 
lethal  dose  under  the  same  conditions  is  II 
14  milligrams  per  kilogram  per  day. 

The  condition  of  the  animals  during  lb 
the  period  in  which  treatment  was  given  li 
was  very  similar  to.  that  encountered  in 
the  experiments  in  which  the  drug  was  Jr 
given  by  continuous  drip  with  the  excep-  it 
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tion  that  there  was  more  vomiting  by 
those  that  received  the  interrupted  doses. 
Hematuria  was  again  encountered  in 
some  animals.  As  with  the  previous 
groups  there  were  no  late  deaths  follow- 
ing treatment ; the  animals  that  died  did 
so  either  during  or  immediately  following 
the  treatment.  Within  2 or  3 days  after 
the  administration  of  arsenic  had  been 
stopped  the  animals  appeared  to  be  nor- 
mal except  for  the  one  dog  which  lived 
after  taking  16  milligrams  per  kilogram 
per  day.  This  dog  was  very  lethargic, 
refusing  to  walk  and  to  eat  for  nearly  a 
week  following  treatment.  At  post  mor- 
tem examination  44  days  later,  no  gross 
abnormalities  were  noted,  though  signifi- 
cant amounts  of  arsenic  were  still  found 
in  some  tissues. 

In  the  previous  group  of  animals  to 
which  the  arsenic  was  given  by  the  drip 
method,  it  was  noted  that  there  was  a 
direct  relation  between  the  amount  of 
arsenic  retained  and  the  fate  of  the  ani- 
mal. This  relationship  was  not  so  clear 
in  the  present  group  to  which  the  drug 


was  given  in  interrupted  doses.  The  total 
urinary  and  fecal  excretions  were  deter- 
mined and  the  arsenic  which  was  not  ex- 
creted through  these  channels  was  as- 
sumed to  be  retained,  though  such  an  as- 
sumption introduces  some  error  due  to  the 
lag  in  fecal  excretion.  Based  on  the  num- 
ber of  stools  per  day,  the  lag  was  about 
equal  in  the  two  groups.  The  percentage 
retained  was  multiplied  by  the  amount 
of  mapharsen  given  in  milligrams  per 
kilogram  per  day  to  obtain  the  amount 
retained  in  milligrams  per  kilogram  per 
day.  This  was  done  for  the  total  excre- 
tion for  the  5-day  period  as  well  as  for 
the  first  2 days  only.  The  results  were 
arranged  in  order  of  the  amount  retained 
and  are  indicated  in  table  2.  When  the 
animal  died  the  number  of  days  during 
which  treatment  was  given  before  death 
occurred  is  indicated  by  the  number 
following  the  word  “died.”  Two  animals 
which  lived  are  not  included  because 
losses  occurred  in  the  collection  of  urine 
specimens. 


Table  2 


Total  excretion  5 days 


Excretion  first  2 days  only 


Mapharsen  given 
(mg./kg./day) 

Dog 

number 

10 

50 

10 

49 

10 

51 

12 

45 

12 

44 

10 

48 

12 

36 

14 

52 

12.. 

47 

16 

40 

18 

38 

16 __ 

41 

14 

42 

14 

46 

14 

39 

Mapharsen 

retained 

(mg./kg./day) 

Fate  of 
dog 

5.5 

Lived. 

6.7 

Lived. 

7.3 

Lived. 

7.9 

Lived. 

8.0 

Died  (3). 

8 1 

Died  (2). 

8.4 

Lived. 

9.3 

Died  (5). 

9.4 

Died  (2) . 

9.8 

Lived. 

10.4 

Died  (4). 

11.  1 

Died  (4). 

12.0 

Died  (2). 

12.8 

Died  (1). 

13.3 

Died  (1). 

Mapharsen  given 
(mg./kg./day) 

Dog 

number 

10 

50 

10 

49 

10 

48 

10 

51 

12 

44 

14. 

52 

12.  

36 

12 

45 

12 

47 

18 

38 

14 

42 

16 

40 

16 

41 

14 

46 

14 

39 

Mapharsen 

retained 

(mg./kg./day) 


5.8 
7.6 
8.0 
8.4 

8.8 
9. 1 
9.3 

9.3 

9.4 
10.9 
12.0 
12.2 
12.2 
12.8 
13.3 


Fate  of 
dog 


Lived. 
Lived. 
Died  (2). 
Lived. 
Died  (3). 
Died  (4). 
Lived. 
Lived. 
Died  (2). 
Died  (4). 
Died  (2). 
Lived. 
Died  (4). 
Died  (1). 
Died  (1). 


It  may  be  seen  that  these  figures  do  not 
present  the  sharp  differentiation  between 
those  animals  that  lived  and  those  that 
died,  such  as  was  encountered  in  those 
that  received  continuous  drip.  Further- 
more, the  total  excretion  was  almost  al- 
ways less  than  that  found  in  the  previous 
group.  The  average  total  excretion 
dropped  from  42.2  percent  in  the  first 


group  to  28.4  percent  in  the  present  group. 
This  difference  was  most  marked  in  the 
urinary  excretion  which  averaged  35.6 
percent  of  the  arsenic  administered  with 
the  continuous  drip,  but  only  16  percent 
of  that  given  by  interrupted  doses.  The 
most  probable  explanation  for  this  ap- 
pears to  be  in  the  difference  in  the  fluid  in- 
take. With  the  continuous  drip  the  ani- 
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mals  were  receiving  approximately  600  cc. 
of  intravenous  fluid  each  day  and  in  addi- 
tion were  drinking  water  as  desired.  With 
the  interrupted  doses  the  fluid  intake  was 
dependent  upon  the  thirst  of  the  animals, 
which  was  very  irregular,  many  of  the 
animals  being  nauseated  and  refusing  to 
drink. 

It  is  difficult  to  explain  why  these  ani- 
mals tolerated  as  much  mapharsen  as 
those  that  received  the  drug  by  the  drip 
method  even  though  they  excreted  less 
arsenic.  Since  the  primary  cause  of  death 
in  each  group  seems  to  have  been  a diffuse 
capillary  damage  one  wonders  whether 
the  prolonged  addition  of  mapharsen  to 
the  blood  stream  may  have  been  in  part 
responsible. 

The  amounts  of  arsenic  found  in  whole 
blood  at  the  various  time  intervals  and 
with  various  dosage  levels  are  indicated 
in  figure  1.  The  ordinate  represents 
mierograms  of  arsenic  per  100  cubic  centi- 
meters of  whole  blood.  Along  the  ab- 
scissa the  days  of  treatment  are  indi- 
cated. The  numerals  mark  the  start  of 


each  day  and  the  marks  between  the  nu- 
merals indicate  the  end  of  each  day. 
Since  the  blood  specimens  were  taken  just 
prior  to  the  administration  of  mapharsen 
the  arsenic  levels  represent  minimum 
values.  When  samples  were  taken  in  the 
morning  the  animals  had  received  no  ar- 
senic for  12  hours,  and  when  taken  in  the 
evening  they  had  received  no  arsenic  for 
6 hours. 

In  the  group  that  received  10  milligrams 
per  kilogram  of  body  weight  per  day  only 
one  animal  died,  number  48.  The  peak 
value  represents  blood  taken  post  mor- 
tem 2 hours  after  the  administration  of 
mapharsen.  In  the  group  that  received 
12  milligrams  per  kilogram  of  body  weight 
per  day,  two  animals,  numbers  47  and  44, 
died.  The  peak  value  of  dog  44  is  from 
blood  taken  post  mortem  and  1 hour  and 
15  minutes  after  the  last  dose  of  maphar- 
sen had  been  given.  In  the  14-  to  18-milli- 
gram  group  all  of  the  animals  died  except 
number  40,  which  was  extremely  ill  for  a 
week  following  treatment.  None  of  the 
blood  specimens  are  post  mortem  samples. 
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As  in  the  animals  treated  by  the  drip 
method  there  appears  to  be  no  definite 
blood  arsenic  level  at  which  death  occurs, 
but  for  those  animals  that  died  the  curve 
representing  the  concentration  of  arsenic 
in  the  blood  was  somewhat  steeper. 

The  results  of  the  arsenic  determina- 
tions on  tissues  obtained  on  death  or 
sacrifice  of  the  animals  are  recorded  in 
table  3.  The  results  are  expressed  as 
micrograms  of  arsenic  per  100  grams  of 
wet  tissue  with  the  exception  of  the  figure 
for  bile  which  represents  the  total  amount 
of  arsenic  found  in  the  gall  bladder  at 
the  time  of  autopsy.  The  number  follow- 
ing the  word  “died”  in  the  fate  column 
indicates  the  day  on  which  the  animal 
died. 

The  results  of  these  analyses  need  no 
comment  other  than  to  point  out  that  once 
again  there  is  a tendency  for  a somewhat 


longer  retention  of  arsenic  than  was  en- 
countered in  animals  given  small  doses 
by  the  continuous  drip  method  (8).  The 
animal  that  received  16  milligrams  per 
kilogram  per  day  and  survived  had  signifi- 
cant quantities  of  arsenic  in  the  liver, 
kidney,  bone,  and  spleen  44  days  after 
cessation  of  treatment. 

COMMENT 

It  appears  from  the  results  of  these 
experiments  that  the  continuous  drip 
method  of  administration  of  mapharsen 
increases  the  tolerance  to  the  drug  not 
because  of  the  particular  method  of  ad- 
ministration but  rather  because  the  dose 
is  spread  out  over  a 5-day  period.  The 
assumption  by  Baehr,  Leifer,  Chargin  and 
Hyman  (4)  that  some  of  the  toxic  reac- 
tions from  arsenicals,  particularly  nitri- 
toid,  may  be  the  result  of  a speed  shock 


Table  3 


Dose 

10  mg./kg./day 

12  mg./kg./day 

Dog  No 

48 

35 

49 

50 

51 

47 

44 

43 

45 

36 

Fate 

Days  after  treatment 

Died  (2) 

Lived 

7 

Lived 

10 

Lived 

17 

Lived 

17 

Died  (2) 

Died  (3) 

Lived 

25 

Lived 

30 

Lived 

67 

Heart 

190 

17 

0 

0 

28 

144 

256 

10 

10 

0 

Lungs _ 

736 

23 

5 

5 

10 

450 

800 

5 

5 

0 

Bile  __  . 

380 

0.  5 

0 

0 

450 

110 

0.  7 

0 

o 

Liver..  

2,050 

116 

44 

19 

17 

575 

1,610 

19 

20 

6 

Pancreas... 

316 

26 

5 

5 

15 

237 

417 

16 

5 

10 

Kidney 

1,400 

80 

188 

54 

60 

40 

700 

1,240 

135 

29 

13 

10 

Testicles 

11 

0 

0 

5 

79 

0 

0 

Skeletal  muscle 

186 

32 

0 

12 

8 

145 

154 

10 

5 

5 

Aorta 

299 

34 

39 

28 

80 

622 

448 

0 

0 

Peripheral  nerve 

171 

223 

73 

0 

68 

121 

0 

0 

0 

Thyroid 

262 

405 

107 

38 

183 

244 

0 

0 

0 

Brain 

34 

22 

5 

15 

20 

25 

29 

10 

0 

0 

Femur... 

131 

82 

0 

10 

0 

61 

60 

40 

0 

0 

Spleen 

722 

150 

55 

63 

32 

340 

350 

24 

10 

12 

Does 

14  mg./kg./day 

16  mg. 

18  mg. 

Dog  No 

46 

39 

42 

62 

41 

40 

38 

Fate.  . . 

Died  (1) 

Died  (1) 

Died  (2) 

Died  (5) 

Died  (4) 

Died  (3) 

Days  after  treatment 

44 

Heart 

125 

120 

133 

440 

341 

0 

300 

Lungs 

190 

310 

500 

770 

900 

0 

660 

Bile" 

445 

2, 600 

1,400 

1,900 

0 

420 

Liver 

715 

2,200 

242 

2,045 

530 

2,350 

47 

1,920 

Pancreas. 

146 

150 

615 

0 

630 

Kidney 

1,010 

112 

800 

1,212 

1,730 

1,770 

90 

1,360 

Testicles 

210 

225 

0 

160 

Skeletal  muscle 

156 

150 

170 

332 

315 

0 

315 

Aorta 

246 

194 

199 

552 

483 

0 

448 

Peripheral  nerve. 

86 

167 

24 

380 

255 

0 

227 

Thyroid 

250 

120 

92 

724 

367 

0 

418 

Brain 

30 

17 

15 

70 

54 

0 

63 

Femur 

83 

25 

68 

200 

227 

90 

75 

Spleen. . . 

295 

440 

325 

1,700 

845 

165 

730 

: 

Venereal  Disease  Information,  December  19il 


435 


is  all  well  and  good,  but  the  late  toxic 
reactions  due  to  arsenic  poisoning  are 
another  matter.  Arsenic  is  a cumulative 
poison  which  acts  relatively  slowly,  and 
it  evidently  makes  no  difference  whether 
the  drug  is  given  slowly  and  continuously 
over  a 12-hour  period  or  in  three  single 
large  doses  during  the  same  time-interval. 
The  net  effect  is  the  same  in  either  case. 

It  may  be  said  that  a possible  advantage 
of  the  drip  administration  is  that  theoreti- 
cally higher  concentrations  of  mapharsen 
are  maintained  in  the  blood  stream  for  a 
longer  time-period  than  when  the  drug  is 
given  in  interrupted  doses,  but  in  our 
experience  the  amounts  of  arsenic  found 
in  the  blood  are  not  significantly  different. 
It  may  be,  of  course,  that  following  in- 
terrupted doses,  a large  portion  of  the 
arsenic  is  rapidly  rendered  therapeuti- 
cally inactive  and  that  a large  portion  of 
the  arsenic  found  is  of  no  therapeutic 
value,  while  with  the  drip  method  arsenic 
of  known  therapeutic  value  is  constantly 
being  added  to  the  blood  stream.  Such 
assumptions  are  purely  speculative  and 
cannot  be  decided  on  an  experimental 
basis  at  present. 

If  the  tolerance  to  arsenicals  is  not  truly 
increased  by  the  drip  method  of  admin- 
istration one  is  justified  in  asking  whether 
or  not  the  ultimate  fate  of  the  continuous 
drip  may  not  be  the  same  as  that  of  the 
various  intensive  interrupted-dose  plans 
of  treatment  such  as  were  the  vogue  a few 
years  ago  and  which  showed  such  poor 
ultimate  results  in  the  Cooperative  Clini- 
cal Group  surveys.  Time  alone  will  give 
the  answer.  Meanwhile,  experimental 


The  mapharsen  used  in  this  study  was  sup- 
plied by  Parke,  Davis  & Co. 


evidence  appears  to  indicate  the  need  for 
great  caution  in  the  use  of  the  continu- 
ous drip  method  of  treatment. 

CONCLUSIONS 

1.  The  maximum  tolerated  dose  of 
mapharsen  given  to  anesthetized  dogs  in 
three  daily  doses  for  each  of  5 successive 
days  was  found  to  be  10  milligrams  per 
kilogram  of  body  weight  per  day. 

2.  The  minimum  lethal  dose  of  maphar- 
sen administered  under  the  same  condi- 
tions was  14  milligrams  per  kilogram  per 
day. 

3.  The  maximum  tolerated  dose  and 
minimum  lethal  dose  do  not  differ  sig- 
nificantly from  those  found  by  continu- 
ous-drip administration  under  identical 
conditions. 

4.  The  increased  tolerance  to  maphar- 
sen when  given  by  the  continuous  drip 
is  the  result  of  spreading  the  total  dose 
out  over  a 5-day  period  and  not  due  to  the 
drip  method  of  administration. 
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Program  of  Division  of  Social  Protection 
Federal  Security  Agency 

ELIOT  NESS 

Director,  Division  of  Social  Protection 

IT  IS  THE  purpose  of  the  Federal  De-  the  workers  in  defense  industry.  The 
fense  Program  to  safeguard  the  health  Division  of  Social  Protection  has  been 
and  morale  of  the  armed  forces  and  of  formed  to  implement  this  purpose. 
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The  first  task  of  this  Division  is  to 
promote  the  public  health  by  the  reduc- 
tion of  venereal  disease  through  the  re- 
pression of  commercialized  prostitution. 

The  responsibility  of  the  Division  of 
Social  Protection  is  by  no  means  limited 
to  this  task,  however. 

The  Division  is  concerned  with  the  pro- 
tection of  the  community,  and  particularly 
of  its  girls  and  young  women,  from  pros- 
titution and  other  related  social  hazards. 
It  also  stimulates  the  constructive  treat- 
ment and  care  of  girls  and  women  detained 
by  the  police. 

In  its  long  term  aspects,  this  Division 
is  an  integral  part  of  the  total  public  wel- 
fare program.  It  depends  for  its  effec- 
tiveness upon  the  established  agencies  for 
public  health,  medical  care,  law  enforce- 
ment, public  assistance,  recreation,  and 
child  protection,  and  in  turn  supplements 
these  agencies  in  its  particular  field. 

The  program  of  the  Division  of  Social 
Protection  is  summarized  below  under 
four  headings,  relating  to  repression, 
treatment,  protection,  and  cooperation. 

A.  Repression  of  Commercialized  Prosti- 
tution. 

1.  The  method  adopted  by  the  Division 
towards  the  control  of  venereal  dis- 
ease in  the  repression  of  commer- 
cialized prostitution  for  the  purpose 
of  reducing  to  a minimum  contacts 
by  prostitutes  with  men  in  the  armed 
forces  and  in  defense  industry. 

2.  While  those  interested  in  the  pro- 
gram believe  in  its  moral  implica- 
tions, the  Division  considers  it  most 
important  that  the  program  be 
administered  as  a public  health  and 
protective  measure  without  any  sug- 
gestion of  a moral  crusade.  One 
reason  for  this  is  the  almost  universal 
resistance  of  the  citizenship  of  this 
country  against  governmental  super- 
vision of  sexual  morality.  It  may 
be  that  this  resistance  is  allied  to  the 
fundamental  American  concept  of  re- 
ligious liberty,  since  religion  and 
morals  are  so  closely  associated. 
Just  as  the  good  citizen  who  is  con- 
vinced of  the  importance  of  religion 
in  human  life  may  be  strenuously 
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opposed  to  any  attempt  by  govern- 
ment to  guide  the  practice  of  religion, 
so  the  good  citizen  while  believing 
strongly  that  extramarital  relations 
tend  to  destroy  the  values  of  family 
life  may  still  be  unwilling  to  see  the 
Federal  Government  attempt  to  con- 
trol such  relations. 

3.  The  program  is  unalterably 
opposed  to  any  toleration  of  commer- 
cialized prostitution,  either  in  seg- 
regated districts  or  under  medical 
supervision.  This  is  based  upon  ex- 
perience and  studies  which  have 
proven  that  segregation  does  not  seg- 
regate and  that  medical  supervision 
alone  cannot  prevent  the  spread  of 
venereal  disease. 

4.  It  is  the  policy  of  this  Division  to 
work  through  State  and  local  au- 
thorities. It  is  the  hope  of  those 
responsible  for  the  administration  of 
this  program  that  the  repression  of 
commercialized  prostitution  will  con- 
tinue as  a permanent  policy  through- 
out this  Nation  after  this  emergency 
is  over.  This  can  be  accomplished 
only  when  State  and  local  authorities 
and  local  communities  are  convinced 
that  repression  rather  than  toleration 
is  the  answer  to  the  problem.  It  is, 
therefore,  the  responsibility  of  this 
Division  to  attempt  to  bring  about  the 
voluntary  adoption  of  its  program 
by  local  authorities  as  a permanent 
policy.  The  establishment  by  mili- 
tary authorities  of  areas  as  out  of 
bounds  for  men  in  uniform,  or  the  in- 
vocation of  the  May  Act,  are  meas- 
ures to  be  taken  only  as  a last  resort. 
Experience  in  the  last  war,  and  the 
attitude  of  Federal  and  local  authori- 
ties to  date  in  this  emergency,  all 
point  to  the  likelihood  that  our  pro- 
gram can  be  established  in  most 
defense  areas  on  a voluntary  basis. 

B.  Treatment  Of  Prostitutes. 

1.  The  aim  of  this  program  is  to  get 
local  authorities  to  deal  with  the  in- 
dividual prostitute  as  a human  being 
with  the  aim  that  those  who  are 
capable  of  rehabilitation  can  be 

437 


helped  back  to  ways  of  life  which  are 
more  constructive. 

2.  Our  field  representatives  will  seek 
the  establishment  of  facilities  for  the 
classification  of  girls  and  women 
picked  up  by  the  police  so  that  those 
who  can  be  helped  can  be  separated 
from  those  who  show  little  hope  of 
rehabilitation,  and  those  in  need  of 
special  treatment  can  be  given  such 
treatment  or  sent  to  places  where 
treatment  is  available. 

8.  Our  field  staff  will  seek  provision  of 
adequate  facilities  when  needed  for 
the  treatment  of  women,  on  an  in- 
dividualized basis,  whether  that 
treatment  be  (a)  medical,  (b)  cus- 
todial, (c)  training,  (d)  placement  in 
jobs,  (e)  placement  in  family  foster 
homes,  (f)  assistance  to  return  to 
their  own  homes,  or  (g)  other  con- 
structive measures. 

C.  The  Protection  of  Girls  in  Defense 

Areas. 

1.  Protection  of  girls  in  defense  areas 
involves  supervision  of  places  of  em- 
ployment where  (a)  wages  may  be 
inadequate  to  meet  the  girls’  mini- 
mum requirements  for  food  and 
shelter  and  (b)  where  the  girl  em- 
ployee may  be  subject  to  pressure  to 
engage  in  prostitution  as  a conse- 
quence of  her  employment. 

2.  It  likewise  involves  supervision  of 
places  of  commercial  recreation 
where  girls  may  be  in  danger  of  being 
led  into  prostitution. 

D.  Cooperation  with  other  Agencies. 
Those  engaged  in  this  program  are  well 
aware  that  this  Division  is  only  one  of 
many  agencies  whose  work  is  necessary 
to  bring  about  the  desired  results. 

1.  We  do  not  attempt  to  work  with 
the  man  in  uniform,  leaving  his  edu- 
cation with  reference  to  social  hy- 
giene and  the  control  of  his  actions 
to  the  military  and  naval  authorities. 

2.  We  are  fully  convinced  of  the  im- 
portance of  such  positive  action  as 
the  provision  for  recreation  and  other 
leisure  time  activities  for  the  soldier 
and  sailor,  but  leave  that  to  the  mili- 
tary and  naval  authorities  as  sup- 


plemented by  the  Division  of  Recrea- 
tion of  this  Agency,  by  the  United 
Service  Organizations,  and  by  many 
other  interested  agencies  and  organi- 
zations. 

3.  We  are  vitally  concerned  that  those 
persons  with  venereal  disease  re- 
ceive prompt,  effective,  and  conclu- 
sive treatment  so  that,  first,  they  may 
be  made  noninfectious  and,  second, 
cured,  and  we  know  that  the  U.  S. 
Public  Health  Service  is  on  that  job. 

4.  In  the  field  of  law  enforcement  we 
depend  on  local  authorities,  the  Mili- 
tary Police,  and  in  the  exceptional 
case  on  the  Department  of  Justice. 

5.  In  the  care  of  the  apprehended  pros- 
titute and  in  the  protection  of  girls 
and  young  women  in  danger  of  pros- 
titution, we  depend  upon  the  facilities 
and  resources  of  the  agencies  of  local, 
State  and  Federal  Governments. 

CONCLUSION 

The  Division  of  Social  Protection  then, 
takes  its  place  as  an  integral  part  of  the 
Office  of  Defense  Health  and  Welfare 
Services.  On  the  State  and  local  level 
it  will  maintain  its  responsibilities  in  a 
cooperative  and  constructive  fashion 
working  with  public  officials,  private 
agencies,  and  interested  citizens.  It 
stands  ready  to  modify  its  efforts  and 
plans  in  accordance  with  new  experiences 
and  developing  community  needs.  It  is 
the  will  and  desire  of  the  American  people 
to  protect  the  health  and  morale  of  the 
men  in  its  armed  forces  and  defense  in- 
dustries. The  Division  of  Social  Protec- 
tion will  contribute  to  this  end.  We  in- 
tend so  tp  plan  and  execute  the  program 
that  it  will  be  accepted  by  the  States  and 
become  the  permanent  policy  of  local 
government  throughout  the  nation. 
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Serodiagnostic  tests  for  syphilis  in  State 
laboratories.  The  1941  evaluation  of 
their  performance.  Thomas  Parran, 
H.  H.  Hazen,  J.  F.  Mahoney,  Arthur  H. 
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Sanford,  F.  E.  Senear,  Walter  M. 

Simpson,  and  R.  A.  Vonderlehr.  J.  A. 

M.  A.,  Chicago,  117:  1167-116S,  Oct.  4, 

1941. 

In  the  publication  of  their  reports  for 
the  previous  6 years’  study,  the  Commit- 
\ tee  on  Evaluation  of  Serodiagnostic  Tests 
for  Syphilis  has  hidden  the  identity  of 
the  participating  laboratories  by  the  use 
of  code  designations.  In  the  present  re- 
port no  such  designations  are  used  in 
order  that  the  medical  man  may  judge  the 
efficiency  of  the  test  performances  in  the 
laboratory  to  which  his  specimens  are 
sent. 

For  this  1941  survey  identical  whole 
blood  specimens  collected  from  230  syphi- 
litic donors  and  from  132  presumably 
nonsyphilitic  donors  were  sent  to  each 
participant.  Similar  specimens  were 
tested  in  the  control  laboratories  of  Eagle, 
Hinton,  Kahn,  Kline,  and  Kolmer.  The 
Venereal  Disease  Research  Laboratory  of 
the  Public  Health  Service  served  as  ref- 
eree in  the  matter  of  suitability  of  each 
donor  for  the  purpose  of  the  study.  A 
satisfactory  performance  was  arbitrarily 
considered  to  be  one  which  attained  a 
sensitivity  rating  not  more  than  10  per- 
centage points  below  that  of  the  suitable 
control.  In  specificity  a rating  below  99 
percent  was  considered  unsatisfactory. 
Doubtful  reactions  were  accorded  a one- 
half  credit  if  occurring  in  the  serum  of 
a syphilitic  donor  and  a one-half  demerit 
if  in  the  serum  of  a nonsyphilitic  donor. 

The  comparative  results  of  this  study 
are  shown  by  four  charts.  Chart  1 por- 
trays the  results  obtained  in  the  1941  sur- 
vey by  32  State  laboratories  utilizing  the 
Kahn  standard  procedure.  The  control 
performance  is  that  of  Dr.  Reuben  L. 
Kahn.  Chart  2 shows  the  ratings  of  32 
State  laboratories  which  used  comple- 
i ment  fixation  procedures.  The  control 
i performances  are  those  of  Drs.  Harry 
I Eagle  and  John  A.  Kolmer.  Chart  3 is 
an  array  of  the  results  of  16  laboratories 
*"  utilizing  the  Kline  slide  technic,  and 
sl!  Chart  4 is  a similar  presentation  of  the 
X laboratories  which  carry  out  the  Hinton 

r3>  land  Eagle  flocculation  methods. 
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It  is  possible  that  the  degree  of  uni- 
formity between  the  majority  of  State 
laboratories  and  their  respective  control 
may  represent  the  upper  limit  attainable 
within  the  technical  methods  which  are 
now  available.  If  this  is  true,  the  efforts 
of  the  future  may  well  be  directed  toward 
the  maintenance  of  the  present  standards 
and  toward  the  adoption  of  such  sound 
advances  as  many  be  developed  in  the 
basic  science.  Since  from  one-half  to  one- 
fourth  of  the  volume  of  serodiagnostic 
work  is  done  outside  the  State  labora- 
tories, any  comprehensive  plan  for  the 
general  improvement  of  methods  must  in- 
clude the  smaller  laboratory  units.  Many 
States  are  placing  in  operation  an  ar- 
rangement by  which  the  State  laboratory 
will  serve  as  an  evaluating,  consultative, 
and  training  center  for  the  smaller  units. 
Such  a plan  should  have  the  ultimate 
effect  of  assuring  an  acceptable  standard 
of  serologic  results  within  the  limitations 
of  methods  in  general  use  at  the  present 
time. 

The  development  of  general  paresis  fol- 
lowing essentially  normal  spinal  fluid 
findings.  Report  of  a case.  Israel 
Kopp  and  Harry  C.  Solomon.  Am.  J. 
Syph.,  Gonor.  & Ven.  Dis.,  St.  Louis, 
25:  583-590,  Sept.  1941. 

The  authors  present  the  case  report  and 
tabulate  the  clinical,  serologic,  and  thera- 
peutic course  of  a male  patient  with  early 
minimal  spinal  fluid  involvement,  from 
the  onset  of  a syphilitic  infection  to  the 
development  of  general  paresis. 

In  1925,  when  the  patient  was  22  years 
of  age,  he  had  a primary  syphilitic  lesion 
followed  by  secondary  skin  manifesta- 
tions. He  was  given  14  intravenous  ar- 
senical and  25  intramuscular  mercury  in- 
jections over  a 9%  months’  period.  His 
blood  Wassermann  reaction  became  nega- 
tive. A spinal  fluid  examination  (14 
months  after  the  primary  lesion ) was  nor- 
mal, except  for  the  important  finding  of 
a white  cell  count  of  22,  indicating  a 
meningeal  reaction.  Because  of  a mod- 
erately positive  Wassermann  blood  test 
3 months  later,  additional  chemotherapy 
was  given.  A second  spinal  fluid  exami- 
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nation  was  made  in  1928,  3 years  after 
the  primary  lesion  and  following  38 
months  of  treatment  which  had  consisted 
of  34  intravenous  injections  of  an  ars- 
phenamine  preparation,  25  intramuscular 
injections  of  mercury,  and  25  intramuscu- 
lar injections  of  bismuth.  The  spinal 
fluid  was  negative  except  for  a very  slight 
trace  of  albumin  and  a gold  sol  curve  of 
1222210000.  The  changes  in  the  spinal 
fluid  were  attributed  by  the  attending 
physician  to  the  presence  of  contaminat- 
ing blood.  It  was  decided  that  since  the 
patient’s  blood  Wassermann  and  spinal 
fluid  serologic  tests  were  negative,  suffi- 
cient antisyphilitic  treatment  had  been 
given.  A 6 months’  probationary  period 
was  advised,  but  treatment  was  never- 
theless continued  for  14  months  to  March 
1929.  During  this  time,  the  Hinton  re- 
action of  the  blood  was  negative  on  nine 
occasions. 

In  January  1930,  after  10  months  with- 
out treatment,  the  Hinton  blood  test  was 
again  found  positive,  and  further  anti- 
syphilitic treatment  was  given.  Because 
of  repeated  fluctuations  of  the  blood  tests, 
treatment  was  administered  for  an  addi- 
tional 9 years  by  various  physicians  and 
clinics.  The  significance  of  the  serologic 
relapse  of  the  blood  was  overlooked. 
O’Leary  and  coworkers  (Arch.  Dermat. 
& Syph.,  35:  387,  1937)  have  said  that  a 
relapse  of  the  Wassermann  reaction  of  the 
blood  from  negative  to  positive  in  cases 
of  early  or  late  syphilis  in  which  asymp- 
tomatic neurosyphilis  was  demonstrated 
calls  for  another  test  of  the  spinal  fluid. 
However,  in  this  case,  the  test  of  the 
spinal  fluid  was  not  repeated  until  1940. 

For  2%  years  before  the  patient  was  ad- 
mitted to  the  Boston  Psychopathic  Hos- 
pital in  January  1940,  he  had  been  “nerv- 
ous”, tired  easily,  and  worried  consider- 
ably. For  the  last  2 months  of  that  period 
his  behavior  had  been  bizarre.  He  in- 
sulted his  customers,  swore  excessively 
and  profanely,  disregarded  traffic  signals, 
threatened  and  abused  members  of  his 
family,  and  used  very  poor  business 
judgment. 

At  the  time  of  admission,  his  pupils 
were  equal  in  size  and  reacted  normally. 
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No  abnormal  reflexes  were  found.  The 
mental  examination  showed  a variable 
mood,  impaired  memory,  poor  grasp  of 
general  information,  poor  judgment,  and 
no  insight.  A Hinton  blood  test  was 
positive.  The  spinal  fluid  examination 
showed  the  following:  Wassermann  re- 
action positive  in  0.1  cc. ; 3 lymphocytes 
and  1 polymorphonuclear  cell ; total  pro- 
tein, 64  mg.  percent ; globulin,  two  plus ; 
sugar,  63  mg.  percent ; gold  sol,  5554321000. 

A diagnosis  of  general  paresis  was 
made.  Artificial  fever  followed  by  ma- 
laria and  tryparsamide  were  administered 
with  improvement  in  the  patient’s  mental 
condition.  After  6 months  in  the  hospital, 
the  patient  was  allowed  to  go  home. 

The  authors  review  the  literature  on 
the  subject  of  parenchymatous  neuro- 
syphilis developing  after  essentially  nor- 
mal spinal  fluid  findings.  They  found 
only  one  report  of  a case  in  which  tabes 
dorsalis  or  general  paresis  developed  fol- 
lowing the  previous  finding  of  a negative 
spinal  fluid  test.  Meyerbach  (Ztsch.  f.  d. 
ges.  Neurol,  u.  Psychiat.,  67:  245,  1921) 
observed  a patient  who^e  spinal  fluid  was 
negative  3 years  after  his  syphilitic  in- 
fection, but  who  had  general  paresis  with 
typical  serologic  findings  5 years  later. 

The  authors  present  this  case  history 
as  a reminder  that  there  are  exceptions  : 
to  all  rules,  and  to  emphasize  that  clinical 
judgment  is  always  demanded  in  the 
treatment  of  syphilis. 

Infectious  relapse  in  syphilis.  J.  C.  Kern. 

Northwest.  Med.,  Seattle,  40:  328-332, 

Sept.  1941. 

The  frequency  of  relapse  cannot  be  de- 
termined with  accuracy  since  lack  of  co- 
operation and  relapse  are  closely  asso- 
ciated and,  because  of  their  comparative 
insignificance,  mucocutaneous  relapse 
lesions  pass  unnoticed  more  frequently 
than  not.  All  of  the  80  cases  selected  for  j 
this  study  were  observed  in  the  stage; 
of  relapse  at  Vanderbilt  University  Hos- 
pital Clinic.  The  preponderance  of  white 
patients  in  this  group  (70  percent)  in  a 
clientele  where  the  ratio  of  white  to 
Negro  patients  is  1:2,  is  probably  due  to 
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the  low  index  of  suspicion  and  the  phleg- 
matic attitude  of  the  southern  Negro. 

After  his  careful  analysis  of  these  80 
cases,  Kern  reaches  the  following  con- 
clusions : Relapse  occurs  most  frequently 
in  patients  whose  treatment  is  begun  in 
the  primary  stage  of  infection,  slightly 
less  frequently  when  treatment  is  begun 
in  the  secondary  stage,  and  extremely  in- 
frequently when  it  is  begun  in  the  latent 
stage.  Two-thirds  of  the  patients  develop- 
ing mucocutaneous  relapse  have  lesions  at 
sites  which  are  particularly  favorable  for 
transmission  of  infection.  Relapse  is 
characterized  by  paucity  of  lesions.  These 
are  usually  papular  or  annular  in  type. 
Serologic  tests  for  syphilis  are  positive 
in  practically  100  percent  of  relapse  cases. 
Eighty  percent  of  recurrent  lesions  de- 
velop in  the  first  2 years  of  infection,  if 
treatment  is  suboptimal ; if  the  treatment 
is  optimal  relapse  may  be  delayed  longer. 
In  two-thirds  of  the  cases  of  relapse  it 
occurs  within  1 year  after  treatment 
ceases.  As  a rule  the  frequency  of  re- 
lapse decreases  as  the  number  of  arseni- 
cal injections  increases.  Irregularity  of 
treatment  does  not  seem  to  be  an  im- 
portant factor  in  relapse,  when  treatment 
is  definitely  inadequate,  but  irregularity 
may  be  blamed  for  75  percent  of  infectious 
relapses  that  occur  after  20  or  more  ar- 
senical injections.  The  accepted  stand- 
ard of  adequate  treatment  will  not  pre- 
vent infectious  relapse  in  all  cases. 


TREATMENT 


Observations  on  untreated  patients  with 
gonococcal  infection  and  those  receiv- 
ing chemotherapy.  Alfred  Cohn,  Bor- 
ris  A.  Kornblith,  and  Arthur  Steer. 
Am.  J.  Syph.,  Gonor.  & Ven.  Dis.,  St. 
Louis,  25:  557-565,  Sept.  1941. 

The  patients  included  in  this  study  were 
divided  into  four  groups:  (1)  An  un- 
treated group  of  29  cases;  (2)  those 
treated  with  sulfanilamide,  97  cases;  (3) 
those  treated  with  sulfanilyl-sulfanil- 
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amide,  39  cases;  (4)  those  treated  with 
sulfapyridine,  47  cases.  In  addition,  ob- 
servations were  made  on  patients  who 
were  resistant  to  one  drug,  and  in  whom 
the  same  drug  was  repeated  or  a new  one 
substituted.  All  patients  were  ambula- 
tory. 

The  criteria  for  diagnosis  and  cure  in- 
cluded repeated  smears  and  cultures  for 
gonococci,  provocative  tests,  the  comple- 
ment fixation  test,  and  an  adequate  clini- 
cal, bacteriologic,  and  serologic  follow-up 
for  an  average  of  5 months. 

Cultures  were  found  to  be  far  superior 
to  the  stained-smear  method  for  diagnosis 
of  gonococcal  infections. 

Of  29  patients  who  received  no  treat- 
ment whatever,  5 were  cured  spontane- 
ously. The  number  of  complications  oc- 
curring among  these  untreated  patients 
was  higher  than  among  patients  receiving 
chemotherapy.  Fifty  percent  of  the  pa- 
tients treated  with  sulfanilamide  and  the 
same  percentage  of  patients  treated  with 
sulfanilyl-sulfanilamide  were  cured.  The 
results  with  the  above  two  drugs  were 
somewhat  better  when  they  were  not 
given  until  3 weeks  after  onset  of  the 
infection. 

With  sulfapyridine  treatment,  89.4  per- 
cent of  the  patients  were  cured.  This 
treatment  was  effective  regardless  of  the 
duration  of  the  disease. 

Repeated  courses  of  the  samei  drug 
when  the  initial  course  was  unsuccessful 
failed  to  produce  cures  in  most  cases.  It 
is  suggested  that  sulfapyridine  be  tried 
if  sulfanilamide  or  sulfanilyl-sulfanil- 
amide proves  unsuccessful. 

Observations  on  untreated  patients  and 
on  those  resistant  to  all  chemotherapy 
suggest  the  possible  development  of  a 
natural  defense  mechanism  which  may  be 
sufficiently  effective  to  overcome  the  gon- 
ococcal infection. 

Test  tube  experiments  have  shown  a 
direct  bactericidal  action  on  gonococci  of 
the  sulfonamide  compounds  used  here. 
Sulfanilamide  and  sulfapyridine  showed 
a smaller  bactericidal  effect  than  sulfa- 
nilyl-sulfanilamide. In  animal  experi- 
ments the  protective  power  of  sulfanilyl- 
sulfanilamide  and  of  sulfapyridine  was 
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10  times  stronger  than  that  of  sulfanila- 
mide, when  tested  in  mice  which  had  been 
experimentally  infected  with  gonococci. 
It  is  evident  that  the  mode  of  action  of 
these  chemotherapeutic  agents  differs  in 
test  tube  experiments,  in  animal  experi- 
ments, and  in  man.  Perhaps,  in  the  na- 
turally susceptible  host,  man,  a defense 
mechanism  influences  the  action  of  these 
drugs. 

Short  term  intensive  arsenotherapy  of 

early  syphilis.  Preliminary  report. 

Arthur  Schoch  and  L.  J.  Alexander. 

Am.  J.  Syph.,  Gonor.  & Yen.  Dis.,  St. 

Louis,  25:  607-609,  Sept.  1941. 

The  authors  state  that  some  modifica- 
tion of  the  5-day  treatment  for  syphilis 
is  highly  desirable,  if  not  imperative.  A 
modification  in  which  hospitalization  of 
patients  is  not  necessary  seems  the  most 
practical. 

In  July  1940,  Alexander  began  treatment 
with  mapharsen  of  a patient  with  sero- 
positive primary  syphilis.  This  patient 
was  given  20  injections  of  mapharsen  in 
full  therapeutic  dosage  over  a period  of 
28  days.  Eight  patients  were  so  treated 
later,  each  with  some  slight  break  in  con- 
tinuity, but  each  received  20  doses  in 
30  days.  The  complete  absence  of  serious 
treatment  reactions  in  this  first  group  of 
patients  stimulated  the  authors  to  modify 
the  procedure.  The  modification  con- 
sisted of  giving  two  0.06  gm.  doses  of 
mapharsen  % hour  apart  each  day  for  10 
days,  the  injections  being  given  rapidly 
by  syringe  method,  each  dose  dissolved 
in  10  cc.  of  sterile  distilled  water.  Twenty- 
nine  patients  who  had  primary  or  second- 
ary syphilis  on  admission  were  treated 
by  one  or  the  other  of  the  above-men- 
tioned procedures. 

Serologic  tests  of  the  blood  serum  were 
made  at  frequent  intervals,  using  the 
Kolmer  complement  fixation  reaction,  the 
standard  Kahn,  and  the  standard  Kline 
flocculation  tests.  The  Kolmer  and  Kline 
tests  were  done  quantitatively,  using  nor- 
mal saline  as  a diluent. 

Of  the  29  patients  who  have  thus  far 
completed  this  system  of  treatment,  5 
were  women  (2  Negroes  and  3 white 
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women),  and  24  were  men  (10  Negroes 
and  14  white  men).  Three  patients  were 
in  the  seronegative  primary  stage  when 
treatment  was  begun ; when  it  ended,  10 
were  in  the  seropositive  primary  stage, 
and  16  were  in  the  secondary  stage  of 
the  disease. 

After  institution  of  treatment,  a tem- 
porary rise  in  the  reagin  titer  was  noted 
in  six  of  the  patients.  One  of  these  was 
seronegative  the  first  2 days  of  treat- 
ment and  then  had  a transient  but  defi- 
nite seropositivity  for  14  days. 

A definite  and  steady  decline  in  the 
reagin  content,  as  measured  quantita- 
tively by  both  complement  fixation  and 
flocculation  tests,  took  place  to  the  point 
of  complete  disappearance  in  an  average 
of  about  10  weeks  from  the  beginning  of 
treatment  in  11  patients.  Involution  of 
primary  lesions  and  lesions  in  secondary  ! 
eruptions  took  place  at  about  the  same  j 
speed  as  that  observed  under  orthodox 
treatment. 

One  patient  had  a reinfection,  from  a 
known  source  (a  patient  with  secondary  1 
syphilis)  under  the  observation  of  the  1 
authors.  The  second  chancre  was  dark- 
field  positive  and  was  allowed  to  progress  1 
from  the  seronegative  to  the  seropositive  f 
stage  before  treatment  was  reinstituted.  I 
One  other  patient  had  what  must  be  con-  1 
sidered  a relapse,  although  the  authors  < 
have  strong  reason  to  believe  it  might  be  i 
a reinfection.  ( 

In  an  addendum,  the  authors  state  that  1 
7 months’  further  observation  discloses  • 
the  fact  that  26  patients  are  clinically  1 
and  serologically  well.  This  number  in-  f 
eludes  the  patient  who  had  the  clinical  ' 
relapse  and  the  one  with  the  reinfection,  ; * 
both  of  whom  were  re-treated.  Two  pa- 
tients had  a serologic  relapse.  These  two  f 
had  the  only  positive  spinal  fluid  Wasser-  1 
mann  reactions  in  the  series.  One  patient  i $ 
has  a positive  Kline  test  only.  I 

Although  the  series  is  small  and  this  1 
is  a preliminary  report  only,  the  authors  1 
are  impressed  by  the  comparative  absence  1 
of  treatment  reactions.  No  serious  re-  * 
actions  occurred,  and  only  11  patients  ji 
complained  of  transient  nausea  and  !S 
vomiting  after  the  second,  third,  or  sub-  i 
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sequent  injections.  Twenty-three  of  the 
29  patients  had  Herxheimer  reactions.  In 
none  of  the  patients  was  treatment  dis- 
continued because  of  treatment  reactions. 
One  patient  had  a scarlatiniform  skin 
eruption  on  the  last  day  of  treatment. 
No  cases  of  jaundice,  encephalitis,  or 
severe  dermatitis  were  encountered  in 
this  small  group. 

The  use  of  the  B.  L.  B.  oxygen  inhalator 

as  an  adjunct  to  hyperpyrexia.  Harry 

C.  Knight.  Hosp.  News  (processed), 

U.  S.  Public  Health  Service,  Washing- 
ton, 8 : 13-15,  Aug.  15,  1941. 

The  oxygen  inhalation  apparatus  de- 
vised by  Boothby,  Lovelace,  and  Bul- 
bulian,  because  of  its  simplicity  and  high 
degree  of  efficiency,  has  proved  a most 
satisfactory  means  of  administering  oxy- 
gen to  patients  receiving  treatment  in  a 
hypertherm.  The  nasal  type  of  mask  is 
preferable  for  such  use.  Cyanosis  is  rap- 
idly relieved  in  all  cases,  with  obvious 
improvement  of  the  patient’s  general  con- 
dition. Dyspnea  is  usually  relieved  and 
air  hunger  always  alleviated.  The  claus- 
trophobia which  is  often  a psychic  side- 
effect  of  air  hunger  is  frequently  miti- 
gated. Falling  blood  pressure,  that  dan- 
ger signal  of  a weakening  circulatory 
system,  is  benefited  greatly  owing  to  the 
decreased  load  on  the  heart.  The  oxygen 
inhalations  give  many  patients  an  in- 
creased feeling  of  well-being  which  re- 
duces restlessness;  the  shallow  respira- 
tions induced  by  the  use  of  narcotics  seem 
to  become  deeper  and  the  respiratory  ex- 
change more  efficient.  Nausea,  while  it 
is  not  a common  complication,  is  con- 
siderably benefited. 

Oxygen  inhalations  are  not  a panacea 
for  complications  which  occur  during 
hyperpyrexia.  They  do  not  supplant  con- 
stant, careful  observation  of  the  patient 
by  trained  personnel,  nor  the  intelligent 
and  timely  use  of  the  various  sedatives 
and  stimulants  which  have  long  been  in 
use.  They  do  provide  an  addition  to  the 
equipment  of  the  treatment  room  by  add- 
ing to  the  safety  and  comfort  of  the  pa- 
itient  to  a very  high  degree.  By  their  use 
| many  patients  are  enabled  to  receive 
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treatment  who  otherwise  would  not  have 
been  able  to  complete  a single  treatment. 
Upon  the  patient’s  return  to  his  bed  the 
supplemental  use  of  the  inhalator  is  es- 
pecially valuable  in  combating  delayed 
blood  pressure  drop. 

The  treatment  of  the  peripatetic  pa- 
tient. Editorial.  (J.  E.  M.).  Am.  J. 

Syph.,  Gonor.  & Ven.  Dis.,  St.  Louis, 

25:  643-644,  Sept.  1941. 

Some  persons,  such  as  traveling  sales- 
men and  actors,  spend  most  of  their  time 
in  transient  living.  Should  such  a person 
acquire  syphilis,  he  usually  has  consider- 
able difficulty  in  receiving  proper  treat- 
ment for  it.  Forced  to  consult  a series  of 
physicians,  he  is  subjected  to  changes  in 
type  or  manner  of  treatment,  to  varying 
degrees  of  expertness  in  its  administra- 
tion, and  to  differences  of  opinion,  some- 
times legitimate  and  other  times  due  to 
ignorance,  as  to  what  should  be  done. 
Only  too  often  these  differences  of  opin- 
ion are  laid  before  the  patient,  with  the 
result  that  the  patient  is  hopelessly  con- 
fused as  to  his  proper  course,  and  often 
so  discouraged  by  the  seeming  lack  of 
agreement  between  physicians  that  he 
abandons  further  treatment. 

The  writer  suggests  the  following  solu- 
tion for  this  problem : The  physician  who 
inaugurates  treatment  should  provide  the 
patient  with  a series  of  documents,  in- 
cluding (1)  a copy  of  his  history  and  the 
record  of  his  .physical  examination,  to 
spare  him  the  necessity  of  repeating  this 
in  detail  to  each  new  physician;  (2)  a 
written  outline  of  treatment,  planned  as 
definitely  as  possible  with  dates,  drugs, 
and  dosage  for  several  months  in  advance 
and  to  be  followed,  barring  unforeseen 
complications,  by  each  of  the  physicians 
who  sees  the  patient;  (3)  the  name  and 
address  of  a physician  in  each  town  (se- 
cured from  the  American  Medical  Associ- 
ation Directory)  on  the  patient’s  itiner- 
ary, together  with  a blanket  letter  of  in- 
troduction. This  letter  should  specify 
the  fee  which  the  patient  is  able  to  pay 
for  various  treatment  procedures. 

This  system  retains  the  management 
and  direction  of  the  patient’s  treatment, 
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and  the  responsibility  for  the  ultimate 
outcome,  in  the  hands  of  a single  physi- 
cian. It  is  assumed  that  the  directing 
physician  is  competent  to  direct  and  carry 
out  antisyphilitic  treatment.  Even  if  he 
is  not,  it  is  often  true  that  bad  advice 
from  a single  source  is  better  than  con- 
flicting good  advice  from  many  sources. 

The  various  physicians  must  carry  out 
exactly  the  treatment  procedure  which 
the  directing  physician  has  indicated,  un- 
less some  unforeseen  complication  makes 
this  impossible.  The  treatment  given 
should  be  recorded  as  to  date  and  dosage 
on  the  record  to  be  retained  by  the  patient, 
and  returned  ultimately  to  the  original 
physician.  No  comments  of  any  sort  as 
to  the  suitability  of  the  treatment  or  the 
competency  of  other  physicians  should  be 
made  to  the  patient,  nor  should  the  de- 
tails of  his  case  be  discussed  with  him. 
If  he  insists  on  asking  questions,  he  should 
be  told  to  consult  the  original  physician, 
either  in  person  or  by  mail.  If  a change 
in  the  planned  outline  of  treatment  is  es- 
sential for  any  reason,  it  should  be  made ; 
but  the  original  physician  should  be  noti- 
fied at  once  of  the  alteration  and  the 
reason  for  it.  Each  physician,  no  matter 
what  his  professional  eminence  or  par- 
ticular expertness,  should  regard  himself 
as  the  temporary  assistant  of  the  physi- 
cian primarily  responsible  for  the  manage- 
ment of  the  patient,  and  should  conduct 
himself  accordingly. 

Syphilotherapy : Recent  advances.  H.  N. 

Cole.  J.  A.  M.  A.,  Chicago,  117 : 1091- 

1095,  Sept.  27,  1941. 

Cole  has  based  his  discussion  on  the  two 
recent  publications  of  Stokes  and  Ingra- 
ham in  which  they  have  analyzed  corre- 
spondence received  from  colleagues  and 
lay  persons  (Ven.  Dis.  Inform.,  21: 
129-156,  1940),  and  also  on  a review  by 
Padget  of  a fairly  large  group  of  treated 
syphilitic  patients  who  have  been  ob- 
served for  a long  period  of  time  (J.  A. 
M.  A.  116:  7-11,  Jan.  4,  1941.)  He  dis- 
cusses the  treatment  of  syphilis  in  preg- 
nancy and  of  congenital  syphilis,  drugs 
used  in  the  treatment  of  early  syphilis, 


and  long-term  management  of  early 
syphilis. 

The  conclusions  reached  by  Core  are  as 
follows : A safe,  short  cure  for  early  syph- 
ilis is  greatly  needed.  This  would  obviate 
lapses  in  treatment,  infectious  relapses, 
and  uncured  syphilis.  Until  such  a cure 
has  been  found  and  carefully  checked,  it 
is  advisable  to  rely  on  slower  but  time- 
tested  and  proved  methods.  Padget’s 
survey  has  brought  out  several  salient 
features:  (1)  If  possible,  the  diagnosis 
in  early  syphilis  should  be  made  by  the 
dark-field  examination ; it  must  be  remem- 
bered that  one  test  does  not  rule  out 
syphilis.  If  indicated,  daily  examinations 
are  in  order.  (2)  The  outcome  in  early 
syphilis  depends  not  only  on  the  number 
of  arsenical  injections  but  also  on  the 
“time  space”  in  which  they  are  given. 
(3)  The  treatment  in  uncomplicated  cases 
should  run  somewhat  as  follows : Twelve 
injections  of  an  arsenical,  followed  by  6 
weekly  injections  of  bismuth  subsalicy- 
late, 10  of  an  arsenical,  8 of  the  bismuth, 
10  of  an  arsenical,  10  of  the  bismuth,  8 of 
an  arsenical  and  12  of  the  bismuth.  (4) 
The  first  3 injections'  of  the  arsenical 
should  be  given  3 days  apart,  thereafter, 
with  neoarsphenamine  or  arsphenamine 
once  a week,  with  mapharsen  every  5 
days.  With  the  last  arsenical  in  a course 
the  first  injection  of  a bismuth  compound 
should  be  given.  (5)  There  will  be  90 
percent  plus  cures  if  the  diagnosis  is 
made  in  the  seronegative  primary  phase 
and  if  the  treatment  is  of  the  continuous, 
overlapping  type  and  consists  of  40  in- 
jections of  an  arsenical  and  of  a bismuth 
compound. 

An  evaluation  of  the  massive  dose 
therapy  of  early  syphilis.  David  C. 
Elliott,  George  Baehr,  Loren  W.  Shaf- 
fer, Glenn  S.  Usher  and  A.  Allan 
Lough.  J.  A.  M.  A.,  Chicago,  117: 
1160-1164,  Oct.  4,  1941. 
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The  authors  offer  this  paper  as  a 
progress  report  on  the  results  and  obser- 
vations of  massive  mapharsen  therapy  in 
968  cases  of  primary  and  secondary  syph- 
ilis not  complicated  with  pregnancy  which 
have  been  treated  in  the  13  hospitals 
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which  are  cooperating  in  a study  of  this 
therapy.  A total  of  1,600  patients  have 
been  known  to  the  authors,  hut  they  are 
considering  the  968.  A few  of  the  pa- 
tients had  received  one  or  two  injections 
of  an  arsenical  prior  to  hospital  admis- 
sion. The  total  amount  of  mapharsen 
administered  in  the  treatment  varied 
from  250  to  1,250  mg.,  with  1,200  mg.  as 
the  amount  most  frequently  used.  Three 
different  injection  schedules  for  admin- 
istering the  arsenical  were  employed: 
(1)  Slow  intravenous  drip,  consisting  of 
continuous  injection  of  2,000  cc.  of  solu- 
tion during  7 to  10  hours  daily ; (2)  rapid 
intravenous  drip,  consisting  of  a continu- 
ous injection  of  approximately  1,000  cc. 
of  solution  during  1 to  not  more  than  3 
hours  daily;  and  (3)  multiple  injection 
method,  consisting  of  one  or  more  rapid 
injections  by  syringe  technic  of  small 
amounts  of  solution  daily.  Since  there 
were  not  enough  cases  in  each  of  these 
groups  for  comparisons,  this  report  is 
based  on  the  968  cases  as  a group.  Of 
the  968  cases,  13  percent  were  seronega- 
tive primary,  28  percent  seropositive  pri- 
mary, and  59  percent  in  the  secondary 
stage ; 72  percent  of  the  968  patients  were 
men. 

During  the  hospital  period  patients 
were  observed  closely  for  reactions ; urine 
and  blood  studies  were  performed  fre- 
quently. With  the  exception  of  a few 
cases  of  peripheral  neuritis,  all  reactions 
to  treatment  occurred  during  or  within 
2 to  3 days  after  completion  of  treatment. 
In  the  total  of  1,600  patients  that  have 
received  massive  dose  therapy  5 (0.3  per- 
cent) treatment  deaths  have  been  re- 
ported, and  these  cases  presented  a 
clinical  picture  of  hemorrhagic  encepha- 
litis. Sometime  during  treatment  from 
90  to  95  percent  of  the  patients  expe- 
rienced some  reaction.  The  reactions 
were  mild  and  seldom  interfered  with 
the  treatment  schedule.  There  was  little 
evidence  of  liver  damage  and  significant 
renal  damage.  Dermatitis  exfoliativa, 
blood  dyscrasias  or  nitritoid  reactions 
were  not  observed. 

Although  the  period  of  observation  is 
still  too  brief  to  permit  final  evaluation, 
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the  clinical  and  serologic  failures  occur- 
ring within  6 months  to  a year  after  a 
single  course  of  massive  dose  therapy  will 
probably  be  between  5 and  15  percent 
when  1,200  mg.  of  mapharsen  is  used, 
according  to  the  authors’  estimate. 

The  writers  feel  that  the  public  health 
importance  of  a method  which  offers  the 
possibility  of  eliminating  the  infection  in 
at  least  85  percent  of  the  early  cases  of 
syphilis  with  5 successive  days  of  treat- 
ment and  presents  an  opportunity  for  the 
rapid  control  of  this  disease,  warrants 
the  continuation  of  the  present  study  in 
well-organized  treatment  centers. 

In  the  discussion  Eattner  reports  that 
5 pregnant  women  have  received  the  mas- 
sive dose  therapy  at  the  Cook  County 
Hospital  with  no  untoward  effects  on  the 
pregnancy.  Baehr  cautions  that  the 
technic  should  not  be  released  to  the 
general  profession  at  present,  not  until 
wider  hospital  experience  has  been 
gained.  Spiller  reports  one  death  from 
encephalitis  among  70  cases  which  he  has 
treated.  He  modifies  the  treatment  by 
giving  soluble  bismuth  3 times  a week 
for  about  8 to  10  weeks  following  the  mas- 
sive dose  therapy.  Strauss  and  Sadusk 
report  that  practically  all  the  new  cases 
which  have  occurred  in  New  Haven  in 
the  last  18  months  have  been  sent  to  the 
hospital  for  this  treatment  and  the 
courses  have  been  satisfactory.  There 
have  been  13  cases  of  primary  or  second- 
ary syphilis  including  one  pregnant  wom- 
an. Goldblatt  reports  the  treatment  of 
100  Negro  patients,  to  whom  1,200  mg.  of 
mapharsen  was  administered  by  daily 
single  injections  of  100  mg.  These  pa- 
tients were  unselected  and  included  some 
early  cardiovascular  cases  and  varied 
types  of  neurosyphilis.  The  results  in 
the  latent  and  late  cases  were  disappoint- 
ing. The  results  in  external  manifes- 
tations, such  as  gummas,  were  dramatic. 
A gumma  of  the  face  of  2 years’  duration 
healed  within  6 days.  In  Dallas,  Schoch 
has  been  using  the  syringe  method  for  the 
past  11  months,  giving  120  mg.  of  maphar- 
sen for  10  consecutive  days.  He  reports 
80  percent  cures,  10  percent  failures  and 
10  percent  as  yet  undetermined  of  the 
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70  who  have  completed  treatment.  There 
was  1 case  of  hemorrhagic  encephalitis, 
with  prompt  recovery.  The  syringe  tech- 
nic is  a necessity  in  his  part  of  the  coun- 
try because  of  the  scarcity  of  hospital 
beds  available  for  intravenous  drip. 
Schamberg  cautions  against  the  indis- 
criminate use  of  this  therapy  in  late 
syphilis.  He  says  that  in  most  forms  of 
late  syphilis  the  problem  of  infectious- 
ness is  negligible  and  speedy  therapeusis 
is  of  little  value  and  may  he  harmful. 
Hyman  believes  that  the  toxicity  of  the 
five-day  treatment  is  decidedly  less  than 
that  of  routine  conservative  treatment 
with  the  possible  exception  of  cerebral 
manifestations,  and  he  is  convinced  that 
this  complication  would  be  found  to  occur 
equally  in  all  forms  of  routine  arseno- 
therapy. 

Massive  dose  arsenotherapy  of  early 
syphilis  by  intravenous  drip  method. 
Recapitulation  of  the  data  (1933  to 
1941).  William  Leifer,  Louis  Chargin 
and  Harold  Thomas  Hyman.  J.  A. 
M.  A.,  Chicago,  117:  1154-1160,  Oct.  4, 
1941. 

Four  groups  of  patients  treated  by  the 
intravenous  method  are  included  in  the 
summary : Group  1,  studied  in  1933,  25 
patients  given  an  average  of  4 gm.  of  neo- 
arsphenamine  over  the  course  of  5 days ; 
group  2,  in  1938,  86  men  treated  in  the 
same  manner ; group  3,  in  1938  and  1939, 
157  patients  who  received  an  approximate 
average  of  700  mg.  of  mapharsen ; group  4, 
in  1939  and  1940,  118  patients  who  re- 
ceived 1,200  mg.  mapharsen.  ( This  group 
included  4 patients  who  had  been  reported 
also  in  the  neoarsphenamine  series.)  A 
total  of  382  individuals  were  treated. 
With  one  exception  all  patients  were  men, 
and  the  majority  were  between  20  and  35 
years  old.  There  was  1 death  from  treat- 
ment. 

Twelve  percent  of  the  men,  on  admis- 
sion, were  in  the  seronegative  primary 
stage,  most  favorable  from  a therapeutic 
standpoint.  The  25  patients  in  group  1 
were  not  classified  as  to  the  stage  of  the 
disease  except  one  who  was  in  the  sero- 
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negative  primary  stage ; the  other  24  had 
seropositive  primary  or  secondary  syph- 
ilis. In  the  other  groups,  142  were  in 
the  seropositive  primary  stage  and  174  in 
the  secondary  phase. 

The  minor  and  annoying  toxicologic  I 
phenomena  included  local  reactions,  pri- 
mary and  secondary  fever,  toxicodermas, 
nausea  and  vomiting.  There  was  signifi- 
cantly less  disturbance  in  the  mapharsen 
series.  Of  the  moderately  severe  toxic 
symptoms,  peripheral  neuritis  (which  oc- 
curred in  more  than  one-third  of  the  pa- 
tients who  received  neoarsphenamine)  was  1 
reduced  to  a negligible  incidence  of  mild 
paresthesia  in  the  mapharsen  series.  Of 
the  grave  untoward  reactions  associated 
with  arsenotherapy  only  the  cerebral 
symptoms  were  encountered.  Such  com- 
plications appeared  in  5 patients,  repre- 
senting 1.8  percent  of  the  neoarsphena- 
mine and  1.1  percent  of  the  mapharsen 
series.  In  1 patient,  a Negro  who  received 
neoarsphenamine,  the  results  were  fatal. 

For  the  therapeutic  results  the  statis- 
tics from  the  series  are  presented  in  the 
most  unfavorable  light.  Eight  possible 
reinfections  are  regarded  as  infectious  re- 
lapses, and  patients  who  were  clinically 
well  but  whose  serologic  reactions  re- 
mained positive  were  classified  as  unsatis- 
factory. Under  such  considerations  and 
taking  the  series  as  a unit,  81  percent  of  j 
the  patients  had  a completely  satisfactory  r 
course.  Including  favorable  results  from 
re-treatment  in  an  additional  15  cases,  the 
total  number  of  satisfactory  results  ap- 
proximates 88  percent  for  the  entire 
series.  Satisfactory  results  from  a single 
course  were  recorded  for  89  percent  of  the 
patients  given  neoarsphenamine,  79  per- 
cent of  the  small-dose  mapharsen  group, 
and  83  percent  of  the  large-dose  maphar- 
sen group.  There  were  17  patients  whose  | 
treatment  was  an  irrevocable  failure  after  J 
primary  and  secondary  courses  of  treat- ! 
ment,  and  more  than  half  of  these  may  j 
well  have  had  a reinfection.  Five  of  this  ' 
group  received  less  than  600  mg.  of  maph- 
arsen, 1 received  700,  and  2 approximately 
800  mg.  The  original  failure  might  not 
have  existed  had  these  patients  received 

Venereal  Disease  Information,  December  19il 


the  original  dose  of  1,200  mg.,  and  a defi- 
nite policy  for  re-treatment  might  have 
lowered  the  percentage.  One  of  the  group 
of  failures  had  a positive  reaction  of  the 
spinal  fluid,  but  with  this  exception  the 
spinal  fluid  of  every  patient  became  per- 
fectly clear.  The  treatment  of  none  of 
the  41  patients  with  seronegative  pri- 
mary syphilis,  2 of  whom  were  re-treated 
with  massive  dose  arsenotherapy,  was  a 
failure. 

With  the  exception  of  the  infectious  re- 
, lapse  at  the  site  of  original  inoculation, 
no  organic  manifestation  of  syphilis  has 
I yet  been  noted.  The  patients  in  group  1 
were  examined  at  the  end  of  5 years,  and 
many  of  those  in  group  2 have  passed  3 
years  of  observation. 


A recommendation  for  the  use  of  a con- 
solidated graphic  progress  chart  to- 
ward the  more  efficient  management 
1 of  gonorrhea  in  the  male.  James  P. 
‘ Pappas.  Mil.  Surgeon,  Washington, 
89:  664-668,  Oct.  1941. 


No  civilian  clinic  can  approach  the 
control  the  Army  has  over  its  gonorrheal 
patients  both  during  the  treatment  period 
and  for  months,  if  not  years,  afterward. 
This  provides  an  opportunity  to  contribute 
toward  a more  thorough  evaluation  of  the 
effectiveness  of  treatment  by  the  sulfona- 
mide drugs  which  should  be  utilized.  Or- 
dinary progress  notes  are  relatively 
unsatisfactory  and  time-consuming. 
Failure  to  have  a complete  clinical  pic- 
ture which  can  be  easily  read  is  as  re- 
e sponsible  for  unsatisfactory  results  in 
,le|:he  therapy  of  gonorrhea  as  any  other 
e single  factor. 

I Pappas  presents  an  excellent  graphic 
:hart,  based  on  experience  of  the  past  3 
rears,  which  gives  at  a glance  a full, 
mmplete  and  exact  picture  of  the  status 
tnd  of  all  pertinent  aspects  of  any  gon- 
irrheal  infection.  On  it  the  dosage  of 
he  drug  is  noted  in  grams  daily.  Irri- 
tations or  instillations  are  easily  noted 
>y  checkmarks  ; the  strength,  and  whether 
Ldministered  into  the  anterior  or  antero- 
losterior  urethra,  can  be  indicated  by  a 
ew  descriptive  figures.  The  result  of 
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prostatic  smear  is  indicated  by  a frac- 
tion, the  numerator  indicating  the  pres- 
ence or  absence  of  the  gonococcus  and 
the  denominator  the  degree  of  inflamma- 
tion or  suppuration.  The  amount  of  dis- 
charge is  noted  by  the  relative  grading 
from  “1”  to  “4”,  with  “D”  signifying  that 
a drop  can  be  expressed  from  the  urethra 
throughout  the  day,  while  “D-”  conveys 
the  information  that  the  patient  is  “dry” 
except  for  the  “morning  drop.” 

Modification  of  this  form  could  easily 
be  made  to  suit  individual  preferences, 
and  the  form  can  be  easily  typed  or 
mimeographed  on  the  present  Form  551 
MD.  For  the  purpose  of  follow-up  of 
cases  or  for  collecting  data  for  study  a 
duplicate  of  the  chart  can  be  prepared. 
On  the  reverse  side  of  this  duplicate 
chart,  a summary  of  the  case  and  the 
follow-up  notes  could  be  entered.  When 
a soldier  is  transferred,  the  duplicate  form 
(gonorrhea  register)  could  be  forwarded 
to  his  new  station,  as  is  now  the  practice 
with  syphilis  registers  (Form  78  MD). 

Toxic  depression  of  the  myeloid  ele- 
ments following  therapy  with  the  sul- 
fonamides; report  of  8 cases.  Solo- 
mon S.  Rinkoff  and  Maxwell  Spring. 
Ann.  Int.  Med.,  Lancaster,  15:  89-107, 
July  1941. 

The  authors  present  the  cases  of  six 
patients  illustrating  the  toxic  effect  of 
the  sulfonamides  on  the  myeloid  ele- 
ments. Three  of  these  patients  had  taken 
sulfanilamide,  two  had  taken  sulfapyri- 
dine,  and  one  had  taken  a combination  of 
sulfapyridine  and  neoprontosil. 

Two  cases  of  agranulocytosis  followed 
the  use  of  4 and  45  gm.  of  sulfanilamide 
given  over  a period  of  1 and  21  days,  re- 
spectively. The  patients  did  not  respond 
to  treatment  and  apparently  died  of  the 
blood  dyscrasia.  One  case  of  leukopenia 
developed  after  65  grains  (4.3  gm. ) of 
sulfanilamide  had  been  given  over  a 
period  of  24  hours. 

One  patient  had  leukopenia  after  the 
ingestion  of  6 gm.  of  sulfapyridine  over 
a period  of  17  hours.  In  another  patient, 
89  gm.  of  the  drug  taken  over  a period 
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of  17  days  resulted  in  agranulocytosis. 
This  condition  did  not  respond  to  therapy 
and  apparently  hastened  the  patient’s 
death.  Twenty  gm.  of  sulfapyridine  plus 
6 gm.  of  neoprontosil  taken  over  a period 
of  14  days  caused  a leukopenia  in  another 
patient. 

Two  additional  cases  are  also  reported 
in  which  there  was  probably  agranulo- 
cytosis following  sulfanilamide  and  neo- 
prontosil treatment.  Both  patients  were 
given  about  3.5  gm.'  of  the  two  drugs. 
One  of  the  patients  died,  and  the  other 
recovered. 

During  the  period,  January  1939  to 
February  1941,  768  patients  were  given 
sulfonamide  drugs  in  The  Bronx  Hos- 
pital. Five  patients  (0.65  percent)  had 
toxic  reactions  on  the  myeloid  elements. 
Patients  who  had  received  such  treatment 
before  admission  to  the  hospital  are  not 
included  in  this  group. 

The  authors  make  the  following  con- 
clusions : 

1.  Sulfonamide  drugs  have  a definite 
toxic  effect  on  the  bone  marrow,  hence 
they  should  be  used  only  when  there  is 
a definite  indication.  Promiscuous  use  for 
minor  ailments  such  as  respiratory  infec- 
tions, tonsillitis,  grippe,  is  condemned. 

2.  Frequent  blood  examinations  should 
be  made  not  only  while  the  drug  is  being 
given,  but  for  5 to  10  days  after  it  has 
been  discontinued. 

3.  The  dosage  of  the  drug,  not  the  blood 
concentration,  is  probably  the  factor  that 
determines  whether  a toxic  manifestation 
will  occur  in  a susceptible  person. 

4.  Although  a small  dose  may  cause 
leukopenia  or  a fatal  granulocytopenia  (a 
total  dosage  of  4 gm.  in  two  of  these 
cases),  these  toxic  effects  on  the  bone 
marrow  usually  occur  after  prolonged 
use  of  the  drugs,  especially  in  cases  in 
which  the  disease  itself  has  a deleterious 
effect  upon  the  hemopoietic  system. 

5.  In  view  of  the  incidence  of  the  more 
severe  toxic  manifestations  of  the  sulfona- 
mides, the  authors  believe  that  the  physi- 
cian is  seldom  justified  in  using  these 
drugs  prophylactically. 

448 


PATHOLOGY 


Rupture  of  aorta  into  the  pulmonary 
artery  with  long  survival.  Paul  D 
White,  Francis  L.  Chamberlain  am 
Saul  B.  Kelson.  Ann.  Int.  Med.,  Lan 
caster,  15:  589-597,  Sept.  1941. 

The  case  is  reported  here  of  a 74-year 
old  Negro  man  who  died  in  1938  of  hear 
failure,  21  months  after  onset  of  cardiai 
symptoms  and  8 months  after  the  correc 
clinical  diagnosis  was  made  of  rupturi 
of  a syphilitic  aneurysm  of  the  ascendinj 
aorta  into  the  pulmonary  artery.  Thi; 
case  is  of  note  because  of  the  unusua 
longevity  both  in  age  of  patient  and  ii 
survival  after  the  rupture,  and  becaus< 
only  two  cases  previously  had  been  cor 
rectly  diagnosed  ante  mortem. 
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The  patient  had  entered  Massachusett; 
General  Hospital  in  1933,  in  his  70th  year 
because  of  ulcers  of  the  right  leg  follow 
ing  varicose  veins  and  an  infected  scratcl 
of  a year  before.  He  had  had  no  dyspnea 
chest  pain,  or  palpitation,  but  examina 
tion  revealed  moderate  enlargement  of  tin 
heart,  aortic  systolic  and  diastolic  mur 
murs,  a blood  pressure  of  195  mm.  mer 
cury  systolic  and  55  mm.  diastolic,  { 
positive  Hinton  reaction,  and  by  roentgen 
ray  slight  aneurysmal  dilatation  of  th< 
ascending  aorta.  In  3 weeks  he  was  dis 
charged  with  the  ulcers  almost  wholl; 
healed  after  treatment  by  rest,  potassiun 
iodide  and  mercury  by  mouth,  and  sooth 
ing  ointments  to  the  leg.  He  continue* 
the  potassium  iodide  and  mercury  for  : 
few  months. 

In  January  1937,  he  was  taken  ill  wit] 
what  he  thought  was  a cold,  aecompaniei 
by  palpitation  and  dyspnea  to  the  poin 
of  orthopnea.  In  April  he  became  mud 
worse,  with  substernal  pain  and  restless 
ness  quickly  followed  by  edema  of  th 
legs.  In  May  1937  he  reentered  the  hos 
pital  very  ill.  His  heart  was  found  t 
be  much  larger  than  before  and  th 
roentgenogram  showed  marked  promi 
nence  of  the  pulmonary  artery  and  lun; 
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hilus  shadows  not  present  in  the  earlier 
picture.  He  improved  rapidly  with  rest, 
digitalization,  and  salyrgan  diuresis,  and 
was  discharged  in  a few  days.  He  re- 
mained improved  for  6 months. 

In  January  1938,  he  rapidly  grew  worse 
again  and  reentered  the  hospital  in  Feb- 
ruary in  severe  congestive  failure.  In 
addition  to  the  auscultatory  findings  pre- 
viously found,  an  “aortic”  systolic  thrill 
was  noted.  The  blood  pressure  varied 
from  130  to  180  mm.  mercury  systolic  and 
about  60  diastolic.  In  February,  it  was 
noted  that  the  murmur  and  thrill  in  the 
pulmonary  area  were  really  continuous 
and  not  just  systolic  and  diastolic.  A 
tentative  diagnosis  was  made  of  rupture 
of  an  aortic  aneurysm  into  the  pulmonary 
artery.  The  patient  remained  crippled 
with  heart  failure,  and  died  on  October 
7,  1838. 

At  autopsy,  the  heart  weighed  885  gm. 
and  was  greatly  enlarged  in  all  diameters, 

1 with  particular  prominence  in  the  re- 
gion of  the  pulmonary  conus.  Its  cavities 
had  approximately  three  times  normal 
volume,  and  all  valve  rings  were  dilated. 
The  left  ventricular  wall  measured  up  to 
19  mm.  in  thickness,  the  right  up  to  7 mm. 
The  aortic  valve  was  slightly  thickened 
along  its  free  edge.  The  aortic  sinuses 
were  greatly  dilated,  with  a few  small 
nodular  calcific  deposits  at  the  base  of 
the  right  and  posterior  cusps.  The  ori- 
fice of  the  right  coronary  artery  was  com- 
pletely occluded  by  syphilitic  and  athero- 
sclerotic scarring,  and  the  vessel  itself 
was  small  and  collapsed.  The  pulmonary 
artery  was  markedly  dilated,  measuring 
8.5  cm.  in  circumference  at  a level  3 cm. 
above  the  pulmonary  valve  ring.  Five 
mm.  above  the  insertion  of  the  valve  cusps 
1 and  slightly  posterior  and  to  the  right  of 
the  right  anterior  valve  commissure  was 
a roughly  oval  opening  5 mm.  by  6 mm. 
with  smooth,  slightly  raised  margins. 

There  was  marked  diffuse  aneurysmal 
dilatation  of  the  ascending  aorta  and 
arch,  and  to  a lesser  extent,  of  the  de- 
scending portion.  The  aorta  and  arch 
showed  changes  typical  of  syphilitic  aor- 
titis. There  were  numerous  linear,  puck- 
ering, spoke-like  crenations,  and  smooth 
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pearly  elevated  patches,  with  many  soft 
yellow  atheromatous  deposits,  ulcerated 
in  places.  Above  the  right  posterior 
commissure  was  a secondary  saccular 
aneurysmal  pocket  2.3  cm.  across  by  2.8 
cm.  high  by  2.1  cm.  deep,  with  thickened 
smooth  edges.  A probe  within  the  right 
coronary  artery  passed  behind  and 
above  this  sac  to  an  occluded  orifice 
immediately  to  the  right.  Above  the 
commissure  between  the  right  and  left 
anterior  cusps  was  a less  sharply  de- 
fined secondary  aneurysmal  pouch,  meas- 
uring 3.5  cm.  across  by  4.0  cm.  long  by 
2.0  cm.  deep,  with  a small  nut-pocketing 
from  its  upper  right  margin.  In  its  an- 
terior lower  margin,  1.5  cm.  above  the 
aortic  valve  ring,  was  a smooth-edged 
oval  opening,  surrounded  by  puckered 
yellowish  plaques.  This  opened  into  the 
pulmonary  artery  and  was  the  same  open- 
ing previously  described  there.  Above 
and  slightly  to  the  left  of  the  posterior 
aortic  cusp,  with  its  lower  margin  1.7  cm. 
above  the  free  edge  of  the  cusp,  was  a 
smooth-lipped  opening  into  the  aortic 
wall,  9 by  7 mm.  This  ended  in  a blind 
pocket  in  the  septum  between  the  aorta 
and  the  right  auricle,  with  a depth  of 
3 mm.,  partly  filled  with  projecting  irreg- 
ular clot.  The  descending  aorta  meas- 
ured 7.5  cm.  in  circumference,  and  showed 
numerous  atherosclerotic  plaques  but  very 
few  puckerings  suggesting  syphilis. 
Atheromatous  changes  were  most  plenti- 
ful in  the  abdominal  aorta,  particularly 
at  its  bifurcation,  where  ulceration  was 
extensive. 

Microscopically,  the  myocardium 
showed  one  small  area  of  fibrosis.  The 
aortic  wall  showed  perivascular  lym- 
phocytic infiltration  characteristic  of 
syphilis.  There  was  fragmentation  of 
the  elastic  fibers  with  medial  degenera- 
tion and  hyalinization.  There  were  areas 
of  intimal  thickening  and  hyalinization, 
and  extensive  areas  of  cholesterol  deposit 
deep  in  the  media,  with  necrosis  of  the 
surrounding  tissue  and  a few  small  foci 
of  calcification  in  the  media. 

In  the  last  25  years  there  have  been 
a dozen  case  reports  of  this  rare  condi- 
tion, the  last  one  in  1938.  Before  1913, 
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there  had  been  about  50  cases  on  record. 
Only  two  previously,  so  far  as  the  au- 
thors knew,  had  been  definitely  diagnosed 
ante  mortem.  These  were  reported  in 
1861  and  in  1924,  respectively.  However, 
the  chief  diagnostic  clue  (the  develop- 
ment of  a continuous  murmur  in  the  pul- 
monary valve  area)  was  clearly  pointed 
out  by  James  Hope  in  1839  in  the  third 
edition  of  his  work  on  diseases  of  the 
heart  and  great  vessels. 


LABORATORY 

RESEARCH 

Cerebrospinal  fluid  protein  values  de- 
termined by  tyrosine  equivalent 
method.  T.  U.  Marron.  Am.  J.  M. 
Sc.,  Philadelphia,  202:  330-333,  Sept. 
1941. 

The  author  reports  the  results  of  total 
protein  determinations  by  the  tyrosine 
equivalent  method  ( Johnson  and  Gibson’s 
modification)  of  550  cerebrospinal  fluids 
taken  from  healthy  persons  and  from  sick 
patients.  The  upper  limit  of  normal 
values  was  found  to  be  46.0  mg.  per  100  cc. 
The  ranges  for  pathologic  values  agreed 
well  with  generally  accepted  figures  in 
the  literature.  The  average  protein  val- 
ues for  females  was  less  than  that  for1 
males.  Dehydration  did  not  appreciably 
affect  the  protein  concentration. 

Forty  of  the  persons  tested  had  neuro- 
syphilis (all  types).  The  average  pro- 
tein concentration  in  mg.  per  100  cc.  was 
56.8,  and  the  range  was  11.0  to  156.0. 
Twenty-one  of  these  persons  had  concen- 
trations of  above  46.0  mg.  per  100  cc. 

Flocculation  tests  for  syphilis  (plant  sap 
reactions).  Edward  L.  Breazeale, 
Theodore  R.  Reusser  and  James  F. 
Breazeale.  Southwestern  Med.,  El 
Paso,  25:  253,  256-257,  Aug.  1941. 
Probably  the  greatest  advancement  in 
the  serology  of  syphilis  in  the  past  few 
years  has  been  the  recognition  of  the  ex- 


istence of  biologically  false  positive  tests 
in  nonsyphilitic  individuals.  Neither  the  - 
exact  cause  of  these  false  positive  tests 
in  diseases  other  than  syphilis  nor  the 
occurrence  of  positive  reactions  with  most 
animal  serums  has  been  satisfactorily 
explained: 

The  authors  report  a study  they  have 
conducted  for  the  purpose  of  showing  that 
(a)  the  test  employed  in  the  diagnosis  of  ; 
syphilis  is  purely  an  empirical  procedure 
and  that  substances  other  than  the  so- 
called  reagin  of  syphilis  can  produce  posi- 
tive flocculation  tests;  (b)  these  sub- 
stances which  are  responsible  for  the  pro- 
duction of  positive  flocculation  tests  are 
found  widely  distributed  in;  nature,  and 
(c)  these  reagin-like  substances  are  found 
in  high  concentration  in  plant  saps. 

Saps  were  extracted  from  stems  and 
leaves  of  various  plants  by  use  of  a Carver 
hydraulic  plant  press.  Kline  diagnostic, 
Mazzini,  Leiboff,  and  the  rapid  Hinton 
and  Wassermann  tests  were  run  on  three 
separate  samples  of  each  species  exam- 
ined. None  of  the  saps  were  inactivated. 
The  various  saps  were  then  diluted,  using 
normal  saline,  until  they  no  longer  gave  a 
positive  test.  Of  the  50  plant  saps  studied, 
46  gave  positive  serologic  results  with 
the  Kline,  Mazzini,  Leiboff,  and  Hinton 
tests.  None  of  the  saps  gave  positive 
Wassermann  reactions.  The  reagin-like 
substance  in  the  plant  saps  was  present 
in  varying  amounts  as  shown  by  the  titers 
obtained. 

There  is  no  exact  explanation  of  the 
observed  phenomenon  at  this  time.  How- 
ever, experiments  on  plant  finding,  the 
reaction  of  the  sap  from  the  various  parts 
of  the  plant,  the  age  of  the  plant,  and 
the  effect  of  supersonic  waves  on  plant 
saps  as  regards  the  flocculation  tests  are 
now  in  progress. 

The  viability  of  the  spirochetes  of  syphi- 
lis and  yaws  in  desiccated  blood  serum. 

Thomas  B.  Turner,  Johannes  H.  Bauer 
and  Fred  C.  Kluth.  Am.  J.  M.  Sc., 
Philadelphia,  202:  416-423,  Sept.  1941. 

In  both  civil  and  military  medical  prac- 
tice, transfusions  are  being  made  to  an 
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increasing  extent  with  refrigerated  whole 
blood  and  with  blood  serum  or  plasma 
which  has  been  stored  in  the  liquid  or 
desiccated  state.  Since,  under  conditions 
of  emergency,  it  may  not  always  he  pos- 
sible to  select  blood  donors  carefully  with 
respect  to  their  freedom  from  syphilis, 
experiments  were  designed  to  determine 
the  probable  limits  of  safety  (with  regard 
to  the  transmissibility  of  syphilis)  in  the 
use  of  desiccated  blood  serum  for  trans- 
fusion. 

In  experiments  made  several  years  ago 
by  Turner  and  coworkers,  testicular  emul- 
sions rich  in  T.  pallidum  were  frozen  and 
desiccated.  Upon  rehydration,  most  of 
the  spirochetes  were  distorted  and  9 of 
10  specimens  tested  failed  to  produce 
lesions  when  inoculated  into  normal  rab- 
bits. One  specimen  tested  24  hours  after 
drying  was  started  produced  lesions  after 
a long  incubation  period.  This  result  was 
attributed  to  incomplete  dehydration  of 
the  specimen. 

In  recent  experiments,  reported  in  this 
paper,  the  infectivity  of  virulent  T.  pal- 
lidum suspended  in  rabbit  serum  was 
tested  before  and  3 to  5 days  after  desic- 
cation. Material  from  each  of  9 speci- 
mens produced  lesions  in  rabbits  before 
desiccation.  Three  to  5 days  after  freez- 
ing and  drying  in  an  efficient  desiccating 
apparatus,  rabbits  were  inoculated  with 
from  6 to  65  times  the  amount  used  for 
the  control  animals.  None  of  18  rabbits 
inoculated  with  desiccated  material  de- 
veloped a syphilitic  lesion,  and  their 
lymph  nodes  were  not  infectious  for 
normal  rabbits. 

Of  six  rabbits  similarly  inoculated  with 
desiccated  T.  pertenue  from  three  differ- 
ent sources,  none  developed  lesions,  and 
their  lymph  nodes  were  not  infectious  for 
normal  rabbits. 

The  authors  conclude  that  T.  pallidum 
and  probably  T.  pertenue  are  commonly 
killed  by  the  process  of  freezing  and  desic- 
cation, even  when  the  method  is  such  that 
the  viability  of  many  other  bacteria  and 
viruses  is  retained.  Transfusion  of  desic- 
ated  blood  serum  or  plasma  is,  therefore, 
probably  without  risk  as  regards  the 


transmission  of  syphilis  or  yaws,  even 
though  the  material  be  obtained  from  an 
infected  donor. 

Sobisminol  solution  and  water-soluble 
potassium  bismuth  tartrate  by  oral 
and  intramuscular  administration  in 
the  treatment  of  experimental  rabbit 
syphilis.  John  A.  Kolmer,  Herman 
Brown  and  Anna  M.  Rule.  Am.  J. 
Syph.,  Gonor.  & Yen.  Dis.,  St.  Louis, 
25:  595-606,  Sept.  1941. 

The  authors  found  that  the  maximum 
single  tolerated  dose  of  sobisminol  for 
rats  by  intramuscular  injection  was  0.5 
gm.  of  compound  (corresponding  to  0.105 
gm.  of  elemental  bismuth)  per  kg.  of 
weight.  The  maximum  single  tolerated 
dose  of  water-soluble  potassium  bismuth 
tartrate  was  about  0.4  gm.  per  kg. 
(equivalent  to  0.256  gm.  elemental  bis- 
muth) . In  terms  of  elemental  bismuth, 
therefore,  potassium  bismuth  tartrate 
was  about  one-half  as  toxic  as  sobisminol 
(sodium  bismuthate  soluble)  by  this  route 
of  administration. 

According  to  the  authors,  the  oral  ad- 
ministration of  sobisminol  solution  and 
water-soluble  potassium  bismuth  tartrate 
in  repeated  doses  to  rabbits  with  acute 
syphilitic  orchitis  is  capable  of  effecting 
biologic  cure.  The  minimal  curative  dose 
of  sobisminol  for  such  rabbits  by  oral 
administration  was  about  2 gm.  per  kg.  of 
weight  (equivalent  to  about  0.4  gm.  ele- 
mental bismuth)  divided  into  20  doses 
given  at  daily  intervals.  The  minimal 
curative  dose  of  water-soluble  potassium 
bismuth  tartrate  for  such  rabbits  by  oral 
administration  was  between  0.48  and  0.72 
gm.  per  kg.  of  weight  (equivalent  to  0.3 
to  0.46  gm.  elemental  bismuth)  divided 
into  24  doses  given  at  daily  intervals.  In 
terms  of  elemental  bismuth,  both  com- 
pounds, therefore,  are  about  equal  in 
therapeutic  activity  by  oral  adminis- 
tration. 

The  minimal  single  curative  dose  of 
sobisminol  by  intramuscular  injection  to 
rabbits  with  acute  syphilitic  orchitis  was 
about  0.2  gm.  per  kg.  of  weight  (equiva- 
lent to  0.004  gm.  of  elemental  bismuth). 
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The  minimal  single  curative  dose  of 
water-soluble  potassium  bismuth  tartrate 
by  intramuscular  injection  to  such  rab- 
bits was  about  0.006  gm.  per  kg.  of  weight 
(equivalent  to  about  0.003S4  gm.  ele- 
mental bismuth).  In  terms  of  elemental 
bismuth  both  compounds,  therefore,  were 
about  equal  in  therapeutic  activity  by  this 
route  of  administration. 

Both  sobisminol  and  water-soluble  po- 
tassium bismuth  tartrate  were  absorbed 
from  the  gastrointestinal  tract  of  the 
syphilitic  rabbits  as  shown  by  the  excre- 
tion of  bismuth  in  the  urine. 

The  biologic  cure  of  rabbits  with  acute 
syphilitic  orchitis  required  the  oral  ad- 
ministration of  sufficient  sobisminol  to 
maintain  a daily  total  urinary  excretion 
of  at  least  0.064  to  0.66  mg.  elemental 
bismuth  for  1 to  19  days.  Sufficient  po- 
tassium bismuth  tartrate  was  required  to 
give  a daily  total  urinary  excretion  of  at 
least  0.04  to  0.63  mg.  elemental  bismuth 
for  1 to  35  days.  Both  compounds  were 
found  to.  have  about  equal  values  in  rela- 
tion to  the  urinary  excretion  of  bismuth 
by  this  route  of  administration. 

The  biologic  cure  of  rabbits  with  acute 
syphilitic  orchitis  required  the  single  in- 
tramuscular injection  of  sufficient  sobis- 
minol to  maintain  a daily  total  urinary 
excretion  of  0.096  to  0.972  mg.  elemental 
bismuth  over  a period  of  1 to  35  days. 
In  the  case  of  water-soluble  bismuth  tar- 
trate, it  was  found  that  the  single  dose 
must  be  sufficient  to  maintain  a daily 
total  urinary  excretion  of  0.042  to  0.6  mg. 
for  at  least  1 to  28  days. 

Both  compounds  by  oral  administration 
were  found  to  possess  about  equal  degrees 
of  therapeutic  effectiveness  in  the  treat- 
ment of  acute  syphilitic  orchitis  of  rab- 
bits. The  authors  state  that  apparently 
either  compound  may  be  used  in  the 
treatment  of  human  syphilis.  One  cap- 
sule (0.75  gm.)  of  sobisminol  mass  in 
terms  of  elemental  bismuth  is  the  equiva- 
lent of  about  0.25  gm.  of  water-soluble 
potassium  bismuth  tartrate. 
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Annual  report  of  the  Surgeon  General, 

U.  S.  Navy.  Statistics  of  diseases  and  j 

injuries  for  the  calendar  year  1939.  ! 

Washington,  1941. 

Venereal  diseases  (pp.  67-98). — Vene-  ! 
real  diseases  occupied  second  place  among 
all  causes  of  morbidity  and  contributed 
the  second  largest  number  of  sick  days 
of  any  group.  These  diseases  were  re- 
sponsible for  21.03  percent  of  admissions 
for  all  causes  and  13.02  percent  of  total 
sick  days.  The  admission  rate  for  1939 
was  85.87  per  1,000.  There  were  1,957 
new  admissions  for  chancroidal  infec- 
tions ; 8,569,  for  gonococcus  infections ; 
1,930,  for  syphilis;  66,  for  syphilis  (sero- 
positive only)  ; 315,  for  venereal  lympho-  j 
granuloma ; 8,  for  venereal  verruca  acumi-  j 
nata ; and  2,  for  venereal  balanoposthitis, 
a total  of  12,847  cases  admitted  during 
the  year.  These  admissions  do  not  in- 
clude infections  acquired  prior  to  enlist- 
ment. There  was  1 case  of  chancroidal;! 
infection,  46  cases  of  gonococcus  infection,  i 
17  cases  of  syphilis,  and  16  cases  of  syph- 
ilis (seropositive  only)  reported  as  exist- 
ing prior  to  enlistment,  and  these  figures 
increased  the  total  venereal  rate  0.53  per 
1,000. 

There  were  156,506  sick  days  reported; 
for  these  diseases.  The  daily  average  of 
persons  on  the  sick  list  was  2.87  per  1,000. 
This  is  31.34  percent  less  than  the  median  1 
rate  for  the  preceding  9 years  (4.18).  11 
The  noneffective  ratio  per  100,000  caused  i 
by  chancroidal  infections  was  26.92 ; for  ! 
gonococcus  infections,  193.52  ; for  syphilis,  i 
52.70;  for  syphilis  (seropositive  only),,  3 
1.77.  There  were  14,703  sick  days  record  i 
ed  for  chancroidal  infections  resulting  ir 
6.2  sick  days  per  case;  105,692  sick  days  i 
for  gonococcus  infections,  or  9.5  days  pel  i 
case ; 28,783  sick  days  for  syphilis,  or  12.(  > 
days  per  case ; 966  sick  days  recorded  foi  ; 
syphilis  (seropositive  only),  or  10.9  days  : 
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per  case ; for  venereal  verruca  acuminata, 

’ 205  sick  days,  or  22.8  days  per  case ; for 
venereal  lymphogranuloma,  6,045  days,  or 
16.4  days  per  case ; for  venereal  balano- 
posthitis,  90  days  or  18  sick  days  per  case. 

The  rate  for  all  venereal  diseases  per 
1,000  admissions  was  100.40  for  the  Navy 
and  69.76  for  the  Marine  Corps.  For  the 
enlisted  personnel  the  admission  rate,  as 
compared  with  the  median  rate  1930-38, 
showed  for  the  Navy  an  increase  of  31.64 
percent  in  chancroidal  infections,  3.04  per- 
cent for  gonococcus  infections,  and  a de- 
crease of  35.76  percent  for  syphilis ; for 
1 the  Marine  Corps  a decrease  in  percent- 
’ ages  of  28.16,  of  15.09,  and  of  55.03 
i respectively. 

5 According  to  reports  submitted  on  Dec. 

1 31,  1939  by  all  ships  and  shore  stations 
there  were  15,322  naval  personnel  with  a 
1 history  of  syphilis.  A total  of  7,616  per- 
sons were  treated  for  syphilis  with  arseni- 
eals,  and  6,466  with  heavy  metal  com- 

■ pounds.  During  the  year  50  reactions 
were  reported  following  the  use  of  arseni- 

■ cal  compounds,  classified  as  follows: 
iS>  Neoarsphenamine,  4 fatal,  11  severe,  and 
JS  21  mild ; mapharsen,  5 severe,  and  9 mild. 
1 There  were  6 cases  of  dementia  para- 

* lytica  remaining  from  last  year,  with  1,827 
“ sick  days.  There  were  30  cases  of  neuro- 

# syphilis  (serologic)  and  42  of  cerebro- 
spinal  syphilis  (undifferentiated). 


ist 

.*  Annual  report  of  the  Surgeon  General, 
U.  S.  Navy.  Statistics  of  diseases  and 
injuries  for  the  calendar  year  1939. 

Washington,  1941. 


Comments  of  medical  officers  taken  from 
annual  sanitary  reports  (pp.  7 5-93). — 
According  to  these  comments,  it  is  felt 
that  the  passage  of  premarital  examina- 
tion laws  by  the  different  States  will  be 
an  incentive  for  the  men  of  the  Navy  to 
avail  themselves  of  the  prophylactic 
; measures  provided  against  venereal  dis- 
,0I  ease  infection.  The  commanding  officers 
,j  of  many  of  the  ships  have  been  particu- 
I ilarly  interested  in  the  prevention  of  ve- 
aereal  diseases.  They  have  given  many 
.ij  calks  to  the  men  relative  to  the  cause, 
0 3ymptoms,  and  after-effects  of  venereal 
'nfection  and  special  instruction  regarding 
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methods  of  prevention.  The  ship’s  wel- 
fare fund  supplies  condoms  and  prophy- 
lactic tubes  on  many  ships.  It  seems  to 
be  the  general  opinion  that  every  case  of 
infection  can  be  traced  to  either  delayed 
or  faulty  application  of  prophylactic  meas- 
ures or  both,  and  the  medical  officers  are 
constantly  urged  to  instruct  and  educate 
their  crews  in  the  necessity  for  prompt 
and  proper  application  of  these  measures. 
U.  S.  S.  Lexington  reported  that  not  a 
single  case  of  venereal  disease  developed 
among  273  men  who  reported  exposure 
and  took  prophylaxis  aboard  ship;  while 
24  who  had  not  taken  the  recommended 
chemical  prophylaxis  were  infected. 
Similar  reports  were  given  from  other 
ships.  The  old  method  of  chemical  pro- 
phylaxis is  gradually  being  supplemented 
by  mechanical  prophylaxis.  There  is  oc- 
casional objection  to  the  carrying  of 
sanitubes  because  of  the  limited  pocket 
space  and  because  they  occasionally 
break,  spotting  the  uniform.  There  is  no 
question  of  the  value  of  prophylaxis  in- 
cluding protargol  taken  on  return  to  the 
ship,  if  the  time  between  exposure  and  the 
time  of  prophylaxis  is  not  too  great.  It  is 
believed  that  a packet  containing  a con- 
dom with  a sanitube  half  the  size  of  the 
present  tube  would  give  the  maximum 
protection. 

The  rate  for  venereal  diseases  in  the 
Atlantic  Squadron  and  Scouting  Force  is 
high  when  compared  with  the  Battle  Force 
and  the  Base  Force,  probably  due  to  the 
highly  infectious  nature  of  the  ports  vis- 
ited by  the  two  Forces.  After  the  arrival 
of  the  U.  S.  S.  Trenton  in  Lisbon  in  Sept. 
1939  there  was  such  an  increase  in  the  rate 
of  admissions  for  venereal  disease  that  an 
order  was  issued  placing  all  new  admis- 
sions for  venereal  diseases  on  the  sick 
list  for  at  least  2 weeks  on  misconduct 
with  retention  on  the  venereal  restricted 
list  for  at  least  3 months  in  order  to  pro- 
tect the  remainder  of  the  crew.  Sanitubes 
were  distributed  at  the  gangway  and  con- 
doms were  made  available  at  the  ship’s 
service  store  and  sick  bay. 

The  U.  S.  S.  West  Virginia  reported  a 
decrease  in  the  admission  rate  during  the 
cruise  to  the  Caribbean,  probably  due  to 

453 


a combination  of  mechanical  prophylaxis, 
limited  liberty,  and  lack  of  inclination  for 
or  fear  of  exposure  with  the  native  pros- 
titutes. Due  to  the  very  fine  spirit  of 
cooperation  of  the  local  health  authorities 
in  the  Puget  Sound  area  the  increase  did 
not  reach  the  expected  rate  by  at  least 
40  percent.  The  careful  supervision  by 
the  police  of  Honolulu  over  authorized 
houses  of  prostitution  produced  a marked 
decrease  in  rate.  The  higher  rate  for  the 
Atlantic  Squadron  is  attributed  to  the 
location  of  a ship  rather  than  to  the  va- 
garies of  the  personnel.  Men  feel  a cer- 
tain security  in  home  ports  as  compared 
to  foreign  ports  and  are  inclined  to  be 
more  negligent. 

In  the  Base  Force  all  cases  of  gonococ- 
cus infections  and  open  venereal  lesions 
occurring  on  ships  not  carrying  a medical 
officer  are  transferred  to  a ship  with  a 
medical  officer  or  to  a hospital. 

Various  preparations  of  sulfanilamide 
have  been  used  in  the  treatment  of  Neis- 
serian  infections.  Many  relapses  occurred 
among  apparently  cured  cases.  Six  out  of 
8 sulfanilamide  reactions  on  the  Lexing- 
ton occurred  in  patients  whose  blood  was 
type  “A”. 

The  U.  S.  S.  Hannibal  on  Special  Duty 
reported  several  cases  of  inguinal  lymph- 
adenitis contracted  in  Curasao.  These 
cases  were  clinically  venereal  lymphogran- 
uloma, though  they  failed  to  react  to  Frei 
antigen,  and  caused  a great  economic  loss 
to  the  ship.  The  disease  is  very  prevalent 
among  Negro  prostitutes  in  the  West  In- 
dies. 

Control  of  the  venereal  diseases  in  civil- 
ian areas  adjacent  to  concentrations 
of  armed  forces.  A.  B.  Price  and  F.  J. 
Weber.  Am.  J.  Pub.  Health,  New  York, 
31 : 912-916,  Sept.  1941. 

For  a year  the  authors  were  actively 
engaged  in  venereal  disease  control  in  two 
of  the  large  maneuver  areas  in  the  south- 
ern States.  As  a result  of  this  work  they 
recognize  the  necessity  of  certain  proced- 
ures and  have  been  in  a position  to  judge 
the  efficacy  of  such  measures  in  the  con- 
trol of  venereal  diseases.  They  discuss 


here  the  special  nature  of  venereal  dis®1 
ease  control  in  training  areas,  togethe 
with  what  they  believe  to  be  practica 
proposals  for  its  solution. 

Available  records  indicate  that  th 
great  majority  of  sexual  exposures  of  er 
listed  men  is  with  prostitutes.  In  one  o 
the  areas  studied  during  the  winter  o 
1939-1940,  112  of  120  men  questione 
named  a prostitute  as  the  source  of  thei 
infection.  In  this  same  area,  of  180  pro: 
titutes  examined,  37  percent  were  foun 
to  be  infected  with  syphilis  and  10  percer 
with  gonorrhea.  Better  diagnostic  facil 
ties  would  probably  have  revealed 
greater  number  of  gonococcal  infections 
vaginal  smears  only  were  examined  in  thi 
group.  In  this  area,  of  120  soldiers  ii 
fected  with  venereal  disease  who  wei 
questioned,  63  attributed  their  infection 
to  prostitutes  employed  in  “honky-tonks, 
while  only  15  (12  percent)  named  inmate 
of  recognized  houses  of  prostitution. 

In  the  maneuver  areas  studied,  gonoi 
rhea  was  found  to  be  4 to  10  times  mor 


prevalent  than  syphilis,  while  cases 
chancroid,  venereal  - lymphogranuloma 
and  venereal  granuloma  were  infrequen 
The  high  attack  rate  for  gonorrhea  is 
serious  problem,  since  it  means  a loss  c 
many  days  from  duty  and  greatly  ir 
creases  the  cost  for  hospitalization  c 
troops. 

The  authors  believe  that  the  establisl 
ment  of  full-time  local  health  services  i 
essential  to  the  development  of  a complet 
liaison  between  military  and  civilian  ai 
thorities  in  matters  of  mutual  health  coi 
cern.  In  this  way,  venereal  disease  coi 
trol  can  be  correlated  more  effectivel 
with  other  important  health  activities  r< 
quired  to  safeguard  the  health  of  bot 
troops  and  civilians. 

Military  and  naval  officials  should  ci 
operate  closely  with  local  and  State  healt 
authorities.  Provision  should  be  mad 
for  the  exchange  of  pertinent  informatio 
in  health  matters  of  mutual  interest.  I 
large  training  areas,  this  work  can  l 
done  most  effectively  by  a specially  de:  ; 
ignated  officer  who  assumes  the  respoi 
sibility  for  correlating  public  healt 
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ii  activities  and  who  can  effect  the  liaison 
between  civilian  and  military  or  naval 
authorities. 

Prostitution  should  be  repressed  in 
i these  areas  by  strict  enforcement  of  exist- 
ing laws  backed  up  by  responsible  public 
^opinion.  Effective  case-finding  and  con- 

i tact-tracing  procedures  should  be  carried 
j out  which  will  bring  infected  civilians  to 
[treatment.  A roster  of  all  female  em- 
s ployees  in  establishments  serving  food 

ii  and  drink  should  be  prepared  and  routine 
) examination  made  for  communicable 
[iisease,  including  serologic  tests  for 
i syphilis.  Many  sexual  contacts  of  en- 
s isted  men  are  with  such  women. 

j i In  some  places,  certain  physicians  issue 
jnedical  certificates  to  prostitutes  assert- 
t |.ng  that  they  do  not  have  venereal  disease. 
[.Prostitutes  with  such  certificates  may  re- 
i,  ;ard  them  as  a license  to  operate  and 
lise  them  to  convince  patrons  that  they 
tre  not  diseased.  By  discussing  this 
jractice  at  a meeting  of  the  local  medical 
iociety,  the  health  officer  will  usually 
lucceed  in  having  the  practice  discon- 
inued. 

Education  of  the  public  concerning 
i enereal  diseases,  their  treatment,  and  lo- 
ation  of  treatment  centers  is  very  im- 
>ortant. 

Due  consideration  should  be  given  to 
he  wider  prevalence  of  gonorrhea.  This 
isease  has  been  much  neglected  in  the 
fast,  and  attempts  at  its  control  have 
een  spasmodic. 

Communities  should  cooperate  by  pro- 
filing wholesome  recreational  facilities 
or  men  on  leave. 

’actors  affecting  industrial  health.  C. 

H.  Watson.  Indust.  Med.,  Chicago,  10: 

403^10,  Sept.  1941. 

Watson  discusses  at  length  the  funda- 
lentals  of  an  industrial  health  program. 
,Ie  says  preplacement  physical  examina- 
ons  play  as  large  a part  in  influencing 
ndustrial  health  as  any  of  the  activities 
pmprising  medical  supervision  in  indus- 
•y.  The  serologic  examination  of  the 
lood  is  well  justified.  Persons  with 
yphilis  should  be  identified  in  order  that 
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they  may  be  properly  placed  and  routine 
check-up  and  care  instituted.  The  indi- 
vidual with  healed  lesions,  even  if  the 
serologic  examination  is  positive,  is  a per- 
fectly safe  person  for  employment,  pro- 
vided the  necessary  follow-up  with  respect 
to  treatment  and  successive  blood  exam- 
inations is  carried  out.  It  is  recom- 
mended that  in  every  instance  in  which 
the  report  of  the  blood  test  is  positive, 
regardless  of  the  type  of  test  and  in  the 
absence  of  symptoms  of  syphilis,  a second 
specimen  should  be  sent  to  the  laboratory 
for  verification  to  establish  whether  the 
reaction  is  a normal  biologic  one  or  is 
truly  specific. 

A liberal  policy  of  management  with 
respect  to  the  employment  of  syphilitic 
individuals  should  be  established  at  the 
time  of  installing  industry’s  public  health 
responsibility. 

Pharmacists  of  material  aid  in  venereal 
disease  control.  Eighty-ninth  Annual 
Meeting  of  the  American  Pharmaceuti- 
cal Association.  J.  Am.  Pharm.  A., 
Washington,  2:  333-334,  Aug.  1941. 

Pharmacists,  through  their  local, 
county,  and  State  pharmaceutical  asso- 
ciations, have  responded  enthusiastically 
to  the  request  from  the  Joint  Committee 
of  the  American  Pharmaceutical  Associa- 
tion and  American  Social  Hygiene  Asso- 
ciation for  cooperation  in  the  national 
program  for  venereal  disease  control. 
Many  health  officers  have  expressed 
amazement  at  the  amount  and  degree  of 
cooperation  that  is  available  to  them 
through  retail  pharmacies,  once  they  be- 
gin to  contact  the  local  associations. 
Because  both  health  departments  and 
pharmacists  are  interested,  the  distribu- 
tion of  literature  and  of  displays  for  win- 
dows goes  on  at  a tremendous  rate 
throughout  the  country. 

Dr.  Robert  P.  Fischelis,  chairman  of  the 
committee,  outlined  the  committee’s  work 
and  called  attention  to  the  leaflets  which 
have  been  distributed  to  men  in  the  Army 
and  the  defense  industries.  These  leaf- 
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lets  caution  the  men  on  the  dangers  of 
venereal  disease  and  advise  them  to  ob- 
tain any  necessary  supplies  from  a phar- 
macy rather  than  from  an  unreliable 
source.  The  committee  has  prepared  a 
leaflet  entitled  “A  Tip  from  Your  Phar- 
macist” to  aid  pharmacists  in  supplying 
proper  information  to  those  who  seek 


medication  for  self-treatment  of  venereal 
disease. 

The  appreciation  of  the  U.  S.  Public 
Health  Service  to  the  pharmacists  of  the 
country  for  their  part  in  the  national  pro- 
gram for  venereal  disease  control  was  ex- 
pressed in  a letter  which  was  read  at  the 
meeting. 
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Sobisminol,  in  rabbit  syphilis,  338,  451 
Social  service 

See  also  Epidemiology 
case-control,  gonorrhea,  dispensary  patients, 
267 

case-finding — 

and  case-holding,  principles,  43-52 
gonorrhea,  clinic  patients,  202-206 
contact-investigation — 

factors  affecting  results,  Johns  Hopkins 
Hospital,  191 
illustrative  case,  193 
syphilis,  a family  health  problem,  231 
Social  worker  and  nurse,  in  genitoinfectious 
disease  control,  395—401 
sodium 

dehydrocholate,  effect  on  arsphenamine  hypo- 
glycemia, 261 

thiosulfate,  effect  on  arsenic  excretion,  123- 
129 

Spinal  column,  syphilis,  diagnosis,  361 
State  and  Provincial  Health  Authorities,  Com- 
mittee, Conservation  of  Vision,  75 
State  and  Territorial  Health  Officers,  state- 
ments 

I.  Personnel  discharged  from  Arm y.  Navy, 

Coast  Guard,  adequate  venereal  disease 
control  measures,  233 

II.  Selectees  infected  with  gonorrhea  after 

induction,  treatment,  234 

III.  Prostitution,  revision  of  regulations  for 
suppression,  234 

IV.  Venereal  disease  control  program,  ad- 
ministrative plan,  235 

V.  Premarital  examinations  for  syphilis,  rec- 

iprocity between  States,  236 
•tatistics 

See  also  Negro ; names  of  countries 
gonorrhea,  arrested  women,  Germany,  154 
syphilis — 

aneurysm,  hospital  patients.  26 
college  students,  91,  230,  401 
four  million  persons,  383 
general  population,  California,  decrease, 
302 

general  population,  Illinois,  16 
heart  disease,  290 
industry,  301,  342 
naval  recruits,  175,  255 
out-patients,  Cleveland,  226 
pregnancy,  143,  299,  300 
premarital  blood  tests,  264,  300 
Puerto  Rico,  155 
selectees  : 

Alabama,  339 
California.  302 
North  Carolina,  116 
senile  dpmentia,  206 
venereal  diseases — 

Armv,  in  Massachusetts,  229 
Navy.  452 

terllify,  in  women,  sulfonamides,  relation  to, 
287 

(STS”.  359 
tudents 

college,  incidence  of  syphilis,  91,  230,  401 
high  school,  teaching  venereal  disease, 
course  in,  230,  343 
ulfarsphenamine,  stabilization,  57 
lulfonamides 

See  also  name  of  disease,  treatment 
absorption,  excretion,  distribution.  209 
, 1 ; action,  inhibition  by  para-aminobenzoic  acid. 
224 

' and  arsphenamine,  incompatibility,  218 
blood  sugar  and  liver  glycogen,  after  single 
doses,  262 

concentration,  test  for,  417 

diseptal  C,  and  changes  in  blood  picture.  146 

excretion,  breast  milk,  179 

free,  concentration  in  bile,  263 


Sulfonamides — Continued. 

Frei  reaction,  effect  on.  349 
in  pregnancy,  effect  on  mother  and  child,  370 
in  vitro  and  in  vivo  activity,  relationship, 
339 

rapid  test  for,  in  body  fluids,  70 
sulfadiazine,  toxicity,  absorption  and  thera- 
peutic activity,  108 

sulfamethylthiazole,  withdrawn  from  clinical 
use,  32 

sulfanilamide,  continued  administration,  ef- 
fect on  blood,  109 
sulfapyridine — - 

absorption,  from  alimentary  tract,  147 
and  sulfur-containing  foods,  33 
determination  of,  possible  source  of  error, 
224 

enhancement  of  toxicity  of  codeine  and 
morphine,  148 

excretion,  in  urine  of  rat,  291 
excretion-products,  relation  to  urolithiasis, 
190 

local  application  to  eye  of  rabbit,  distri- 
bution, 292 

overdosage,  antidotal  action  of  hypnotics, 
292 

sulfapyridine,  sodium,  and  heparin  combina- 
tions, toxicity,  protective  action  of  bar- 
biturates, 219 
sulfathiazole — 

absorption,  from  alimentary  tract,  147 
clinical  observations,  67 
continued  administration,  effect  on  renal 
and  hepatic  function  in  dog,  150 
distributed  to  physicians,  in  Missouri,  114 
in  blood  and  urine,  107 
overdosage,  antidotal  action  of  hypnotics, 
292 

penetration  into  eye,  220 
precipitation,  in  urinary  tract,  17 
sulfathiazole.  sodium,  caustic  action,  410 
therapeutic  applications,  64 
toxicity — - 
azotemia,  407 

comparative  effects,  in  producing  cyanosis 
and  anemia  in  mice,  292 
cyanosis,  218 

disulfanilamide,  peripheral  neuritis,  106 
liver  disturbance,  relationship  to  urolithi- 
asis 291 

myeloid  elements,  toxic  depression,  447 
myopia.  410 

nerve  injury,  in  chickens,  291 
nervous  complications,  408 
pemphigus  eruption,  409 
skin  manifestations,  138 
sulfadiazine,  crystalluria,  alkali,  effect  on, 
417 

sulfamethylthiazole,  encephalopathy,  210 
sulfanilamide  : 

fixed  eruptions,  257 
liver  disturbances,  100 
myopia,  28,  97 
polyradiculoneuritis,  62 
psychosis,  96 
sulfapyridine,  38,  142 
anemias,  study,  70 
anuria,  treatment,  62 
pemphigus  eruption,  409 
vomiting,  mechanism,  in  dog,  147 
sulfathiazole.  67,  136,  329 

agranulocytosis,  fatal  case,  101 
anemias,  study,  70 
chills  and  fever.  373 
crystalluria,  alkali,  effect  on,  417 
cutaneous  and  conjunctival  manifesta- 
tions, 180 

exfoliative  dermatitis.  409 
renal  complications,  101,  381 
toxicology,  observations,  221 
Surgery  in  syphilitics,  study  of  104  cases,  183 
Syphilid 

annular  papular,  of  tongue,  175 
of  nose,  review  of  42  cases,  322 
Syphilis 

course,  factors  influencing,  177 
prevalence,  United  States,  4 million  persons. 


vti 


RAPID  APPRAISAL  OF  SULFONAMIDE  DRUGS 
IN  THE  TREATMENT  OF  GONORRHEA  IN  THE  MALE 

MONTHLY  REPORT 


DISAPPEARANCE  OF  SYMPTOMS 


BY  END  OF  FOURTH  WEEK 


OF  OBSERVATION 


SEVERE  PATIENTS 

NO  DISCHARGE 

PERCENT 

REACTIONS  STILL 

DRUG 

2 GLASS- 

UNOER  RX. 

CLEAR  0 

20 

40 

NO  DISCHARGE 
2 GLASS  - CLEAR 
FOR  W DATS  OR  MORE 


CS  N0  discharge 

ES  2 GLASS  - CLEAR 

| FOR  LESS  THAN  14  DATS 


■ DISCHARGE  OR 

2 GLASS  - CLOUDY 


SULFATHIAZOLE 

LABORATORY  FOLLOW-UP  IN  INDICATED  PERIODS 
ON  RATIENTS  SHOWING  NO  DISCHARGE  AND  CLEAR  2 GLASS  TEST  FOR  14  DAYS 


STATUS  AFTER  TWO  WEEKS'  FOLLOW  - UP 


STATUS  AFTER  THREE  WEEKS'  FOLLOW-UP 


RELAPSES  NO  TESTS 


THAN  3 MORE 

NEGATIVE  CULTURES 


RELAPSES  NO  TESTS 


THAN  3 MORE 

NEGATIVE  CULTURES 


NEW  DRUGS 

RAPIO  APPRAISAL  REPORTS  ARE  PUBLISHED  EACH  MONTH  ONLY  FOR  DRUGS  IN  GENERAL  USE.  RESULTS 
WITH  NEW  DRUGS  INTRODUCED  FOR  CLINICAL  EXPERIMENTATION  ARE  COMMUNICATED  DIRECTLY  TO  THE 
RESEARCH  CLINICS  AND  TO  THE  PHARMACEUTICAL  LABORATORY  MANUFACTURING  THE  DRUG.  THIS  INFORMATION 
IS  AVAILABLE  TO  OTHERS  UPON  REQUEST. 
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